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PREFACE  TO  THE  SEVENTH  EDITION. 


The  issue  of  the  Ninth  Revision  of  the  United  States  Pharmacopoeia 
made  it  necessary  to  review  the  descriptions  of  many  of  the  drugs  given 
in  this  text-book  and  the  opportunity  has  been  taken  to  revise  the  whole 
of  it  thoroughly  and  to  bring  it  up  to  date.  The  changes  are  smaller 
than  those  of  the  last  edition  for  the  progress  of  sdenoe  has  been  slower 
in  these  last  years.  But  on  the  other  hand  the  war  has  emphasized 
the  importance  of  some  drugs  such  as  the  disinfectants,  which  were 
threatened  with  neglect,  and  has  shown  that  the  principles  governing 
their  use  have  not  been  sufficiently  appreciated  and  that  a  knowledge 
of  these  is  essential  for  successful  practice.  Some  advance  has  also  to 
be  recorded  in  many  other  directions;  the  treatment  of  dysenteiy  with 
the  ipecacuanha  alkaloids  has  been  firmly  estaUished,  and  the  methods 
of  application  have  been  improved;  a  reconciliation  of  clinical  and  experi- 
mental results  with  di^talis  is  attempted;  the  action  of  some  of  the 
opium  alkaloids  has  been  further  developed;  an  account  is  given  of  the 
methods  of  physiological  assay,  but  it  is  recognized  that  the  details 
can  be  learned  only  in  the  practical  laboratory.  The  arrangement  of 
the  drugs  introduced  in  the  last  edition  has  been  adhered  to,  and  the 
space  given  to  drugs  of  little  value  has  been  further  curtailed. 

A.  R.  C. 

London,  1918. 


PREFACE  TO  THE  SIXTH  EDITION. 

In  this  edition  the  space  devoted  to  many  of  the  less  important 
and  less  reliable  drugs  has  been  further  curtailed  and  others  have 
been  omitted  altogether  from  consideration.  This  appears  to  be 
in  accordance  with  the  general  trend  of  medical  progress,  and  thera- 
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peutics  would  probably  not  have  suffered  from  an  even  more  drastic 
selection.  But  a  text-book  must  not  only  describe  the  virtues  of  the 
established  remedies,  but  must  also  point  out  the  worthlessness  of 
many  preparations  which  still  enjoy  an  unmerited  popular  reputation. 
I  would  appeal  to  teachers  and  especially  to  the  members  of  examining 
boards  to  restrict  further  the  drugs  which  the  student  has  to  study. 
For  as  long  as  he  has  to  learn  the  supposed  virtues  of  a  host  of  obscure 
substances,  he  will  tend  to  use  them  in  practice,  even  if  only  tentatively. 
This  in  turn  necessitates  their  inclusion  in  the  pharmacopceias,  which 
agun  gives  them  some  standing  and  perpetuates  them  as  subjects  of 
teaching  and  examination.  If  examiners  would  break  this  vicious 
circle,  they  would  greatly  lighten  the  burden  of  the  student,  and  would 
render  the  subject  of  pharmacology  more  attractive  to  him.  There 
is  no  question  that  the  insistence  on  numberless  preparations  of  drugs  , 
of  questionable  value  has  discouraged  interest  in  therapeutics. 

On  these  grounds  I  have  omitted  many  preparations  which  are 
still  to  be  foimd  in  the  pharmacopoeias,  but  which  appear  to  me  to  be 
superfluous.  Some  chapters  have  been  much  curtailed,  others  recast  and 
expanded,  all  have  been  carefully  revised.  Among  those  which  have 
been  much  altered  are  the  chapters  on  the  general  anesthetics,  opium, 
digitalis,  ergot,  and  adrenaline.  Several  new  chapters  have  been  added, 
among  them  those  on  the  new  organic  arsenical  compounds,  on  atophan 
and  on  the  pituitary  extract.  Extensive  changes  have  been  made 
in  the  classification,  which  is  now  based  on  the  organs  on  which 
the  drugs  exercise  their  most  characteristic  action  rather  than  on  a 
consideration  of  the  whole  of  their  effects.  This  new  arrangement 
bears  a  closer  relation  to  the  therapeutic  uses  than  that  adopted  in 
former  editions.  A  large  number  of  drugs  chiefly  used  for  their  local 
action  as  antiseptics  and  disinfectants  has  been  collected  into  one  group 
and  discussed  together.  I  hope  that  these  changes,  which  I  have  found 
useful  in  my  own  classes,  may  prove  acceptable  to  others. 

A.  R.  C. 
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A  TEXT-BOOK  OF  PHARMACOLOGY. 


INTRODUCTION. 

PuAiuCACOLOGY  IS  the  study  of  the  changes  induced  in  living  organ- 
isms by  the  administration  in  a  state  of  minute  division  of  such  un- 
organized substances  as  do  not  act  merely  as  foods.  Many  of  the  best 
known  of  these  substances  are  used  to  counteract  the  effects  of  disease^ 
or  to  reinforce  the  tissues  in  their  struggle  to  maintain  their  functions, 
when  these  are  rendered  abnormal.  These  substances  are  known  as 
drugs,  and  the  art  of  applying  drugs  in  disease  is  Therapetdies.  Other 
substances  are  of  little  or  no  value  in  disease,  but  are  of  importance 
because  they  act  as  poUms,  that  is,  cause  dangerous  or  fatal  symptoms 
in  man  or  animals,  when  they  are  ingested  in  quantity.  The  practical 
study  of  the  effects  of  these  poisons  in  man — ^the  diagnosis  and  the 
treatment  of  poisoning,  and  the  methods  of  detecting  the  poison — ^is 
termed  Toxicology.  But  the  explanation  of  the  symptoms  induced 
by  chemical  substances  belongs  to  the  field  of  pharmacology,  which 
includes  not  only  the  effects  of  drugs  and  poisons,  but  those  of  any 
substance  which  induces  changes  in  the  living  organism,  whether  those 
changes  are  of  benefit  to  it,  injurious,  or  indifferent.' 

The  substaaces  must,  of  course,  coafonn  to  the  requirements  of  the  defini- 
tion. Thus,  a  needle  introduced  into  the  tissues  induces  effects  which  are 
outside  the  field  of  pharmacological  investigation,  because  it  is  not  in  a  state 
of  minute  division.  But  the  iron  of  the  needle  may  be  reduced  to  a  fine 
powder  and  induce  changes  in  the  body  which  are  then  the  legitimate  subject 
of  research.  Similarly  the  drug  must  be  introduced  from  wiUiout,  for  many 
active  agents  are  formed  within  the  body,  but  their  study  belongs  rather  to 
the  departments  of  physiology  and  pathology;  and  the  effects  of  organized 
bodies  introduced  from  without  are  now  studied  under  bacteriology.  Phar- 
macology is  really  a  department  of  biology,  very  closely  related  to  the  other 
sciences  included  by  that  term.  Thus,  as  physiology  is  the  study  of  the  life 
of  the  normal  organism,  pharmacology  is  the  study  of  the  organism  rendered 
abnormal  by  drugs,  while  in  pathology  the  phenomena  of  life  under  disease 
are  examined.  All  three  subjects  may  be  pursued  without  reference  to  the 
practical  needs  of  medicine,  and  all  three  are  closely  interconnected  and 
mutually  dependent,  for,  in  many  instances,  the  normal  condition  of  an  organ 
can  be  recognized  only  by  considering  the  results  of  its  destruction  by  disease 

1  It  is  quite  impossible  to  distioffuish  between  drugs  sod  poisons.  Almost  all  remedies 
given  in  excess  cause  dangerous  or  fatal  symptoms,  while  many  poisons  are  valuable 
remedies  in  small  doses.  Some  bodies  may  in  fact  be  remedies,  foods,  or  poisons  accord- 
ing to  the  quantity  ingested  and  the  method  of  ap];>lication. 
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(pathology),  or  of  its  paralysis  or  stimulation  by  chemical  agents  (pharma- 
cology). Similarly,  many  of  the  features  of  disease  are  now  recognized  to  be 
due  to  the  presence  of  unorganized  poisons  formed  in  and  by  the  tissues,  and 
it  accordingly  becomes  difficult  to  define  accurately  the  limits  of  pathology 
and  pharmacology. 

The  great  interest  of  pharmacology  does  not  lie  in  its  purely  bio- 
logical aspects,  however,  but  in  its  relation  to  the  treatment  of  disease. 
As  long  as  we  are  ignorant  of  how  a  remedy  acts  in  any  disease,  the 
treatment  is  purely  empirical;  when  the  mode  of  action  is  understood, 
much  greater  accuracy  can  be  attained  in  the  treatment.  The  object 
of  pharmacology  is  to  explain  the  mysteries  of  therapeutics,  whether 
the  subject  is  studied  at  the  bedside  or  in  the  laboratory.  The  exact 
way  in  which  a  drug  changes  the  diseased  condition  can  often  be  followed 
only  imperfectly  in  man,  and  recourse  must  be  had  to  experiments  on 
healthy  or  diseased  animals  to  elucidate  the  principles  on  which  it 
should  be  employed.  In  addition,  the  experimental  investigation  of 
new  chemical  bodies  has  very  frequently  demonstrated  properties 
which  are  of  therapeutic  value;  almost  all  the  new  drugs  introduced 
in  the  last  half-century  have  found  their  way  to  the  wards  through  the 
experimental  laboratories. 

Pharmacolog}'  b  one  of  the  most  recent  developments  of  medical  and 
biological  science.  It  is  true  that  from  the  earliest  times  attempts 
have  been  made  to  explain  the  eflPects  of  drugs  on  the  then  prevailing 
tlieories  of  pathology*,  but  the  objective  study  of  the  action  of  drugs  on 
the  organism  has  been  a  development  of  the  nineteenth  century,  or  it 
might  almost  be  said,  of  the  second  half  of  it.  The  study  of  drugs  was 
tenne^l  Maleria  Mediea  up  to  this  time,  and  comprised  an  examination 
of  their  botanii^l  and  chemical  properties  along  with  some  account  of 
tlio  diseases  in  which  they  had  proved  of  value.  This  descriptive 
ratlier  than  experimental  study  has  been  continued  under  the  name  of 
Pharmacx^gtuvty^  but  is  now  pursued  by  pharmacists  chiefly.  Undoubt- 
e^lly  the  student  of  medicine  ought  to  know  those  characters  of  drugs 
which  are  of  impiirtanoe  in  modifying  their  action  and  application, 
but  it  is  undesirable  that  his  valuable  time  should  be  occupied  in  the 
detailetl  description  of  onide  substances,  which  he  may  probably  never 
have  «ti  opjH^rtunity  of  seeing  in  his  future  practice. 

Another  subject  which  now  occupies  a  much  less  prominent  position 
in  nuHlioal  $tuil\*  than  formerly,  is  Pharmacy,  or  the  art  of  pr^>aring 
tlruiTS  for  tiierapeutic  use.  Some  general  knowledge  of  the  methods 
usctl  is  no  doubt  indis(H^n^blo  to  the  educated  physician,  but  the 
dolaiK<  may  Ih^  left  to  the  pharmacist.  Pharmacy  will  probably 
vHvupy  a  :>till  more  suK^rdinate  position  in  medical  education  as  the 
teniJeuoy  to  inohide  only  one  or  two  drugs  in  a  prescription  becomes 
mort^  \>  idt^prt^ad.  As  long  as  a  doren  or  more  components  went  to 
make  one  mixture,  it  >xti5  of  imjvnanoe  to  know  their  solubility  and 
their  inTer:»otious.  hxM  with  the  devay  of  the  complex  prescription 
the  stud\  of  pharmacy  by.  mexlical  students  has  certainly  become  less 
ini|>eTati\  e. 
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GENERAL  THEORIES  OF  PHARBIACOLOOICAL  ACTION. 

A  number  of  drugs  affect  the  organism  only  through  their  obvious 
physical  properties,  as  when  an  inert  oily  body  is  applied  to  an 
abraded  surface  and  promotes  its  healing  by  protecting  it  from  irrita- 
tion and  from  the  evaporation  of  fluid,  or  when  common  salt  absorbed 
into  the  blood  changes  its  osmotic  tension,  and  thus  alters  the  distri- 
bution of  fluids  in  the  tissues.  On  the  other  hand,  many  effects  are 
due  to  simple  chemical  reactions;  for  instance,  bicarbonate  of  potas- 
sium may  be  used  to  neutralize  the  hydrochloric  acid  of  the  gastric 
juice,  just  as  it  combines  with  acid  in  a  test-tube,  and  many  of  the 
effects  of  oxalates  arise  from  their  forming  insoluble  salts  with  the 
calcium  of  the  tissues.  In  the  great  majority  of  drug  effects,  however, 
no  such  simple  relations  as.these  obtain  and  the  mode  of  action  remains 
unknown.  One  view  which  has  been  widely  held,  postulates  that  where 
a  drug  affects  a  cell  it  enters  into  a  definite  chemical  combination  with 
the  constituent  protoplasm,  similar  to  the  ordinary  compounds  of  the 
chemical  laboratory.  This  theory  has  not  been  supported  by  evidence, 
and,  while  it  has  not  been  disproved,  there  are  many  difficulties  in  its 
acceptance;  one  of  these  is  that  the  same  action  may  be  induced  by  a 
series  of  drugs  which  have  no  chemical  reactions  in  common  and  which 
therefore  cannot  be  supposed  to  enter  into  the  same  chemical  combina- 
tion with  the  cell  protoplasm.  In  recent  years  there  has  been  a  tendency 
to  attribute  the  action  of  drugs  rather  to  their  physical  properties,  and 
there  can  be  no  question  that  these  play  a  large  part  in  determining 
the  effects;  for  example,  unless  a  drug  is  soluble  in  the  fluids  of  the  body 
it  cannot  be  absorbed  and  circulate  in  the  blood,  and,  similarly,  unless 
it  is  soluble  in  the  cell  contents  it  may  have  difficulty  in  entering  the 
cells.  Many  drug  effects  have  been  ascribed  to  this  selective  absorption 
alone,  a  drug  acting  on  all  cells  into  which  it  can  enter,  by  changing  the 
relations  of  the  cell  constituents  in  which  it  is  dissolved;  but  objections 
have  been  raised  to  this  view  which  cannot  be  neglected.  (See  Meyer- 
Overton  theory  of  narcosis.)  Similarly,  attention  has  been  drawn  to 
the  possibility  that  some  effects  may  arise  from  the  drugs  altering  the 
surface  tension  of  a  cell  in  relation  to  the  surrounding  fluids.  It  has 
been  shown  that  in  some  cases  in  which  true  chemical  combinations 
were  believed  to  be  formed  between  cell  constituents  and  drugs,  the 
connection  is  reallyof  the  loose  natureknown  as"adsorption  compounds," 
which  are  best  illustrated  in  the  combination  of  dyes  with  fibres 
(see  Heavy  Metals);  the  formation  of  these  adsorption  compounds  is 
associated  with  a  change  of  electrical  charge  and  some  authorities 
are  disposed  to  attribute  some  other  pharmacological  actions  to  a  similar 
change  in  electrical  state.  Finally,  it  is  believed  that  in  most  instances 
drugs  act  on  a  cell  only  when  they  have  penetrated  into  its  interior, 
but  the  virtues  of  certain  remedies  Iiave  been  shown  to  be  due  to  their 
failure  to  penetrate  the  cells,  which  leads  to  an  alteration  in  the  relation 
of  the  fluids  in  which  they  are  dissolved  and  those  in  the  interior  of  the 
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ciftlb  with  'xrhich  tL«r.'  are  in  contact  see  Sah-ACtkiC  .  Asd  Samob  has 
brou^Eht  fonrard  vjcdc  «%-id«>ce  that  certain  very  fKfVerfol  drags  a^rt 
by  alterini^  the^  otil  surface  without  pexjetntinz  into  the  intenor,  vhile 
others  effect  chan;^  only  as  the>'  penetrate  the  surface,  and  lose  their 
efficiency  as  they  accmnulate  in  the  interior.  Chances  in  the  intra- 
ceJIular  iDembranes  ha\-e  been  5ii^;zcsted  by  others  as  an  explanation 
of  most  drn^  effects:  it  is  held  that  a  dm;;  may  reduce  the  pennealMii^ 
of  the  oelluJar  membranes  by  altering  their  ekctric  charges  aad  thus 
retard  the  free  passage  of  ions  which  is  necessary-  for  full  activity; 
other  poisons  may  accelerate  their  mo\-ement,  and  thus  increase  the 
activity. 

These  views  have  all  been  supported  by  a  certain  amount  of  evidence, 
and  there  is  e\'er>'  reason  to  believe;  that  these  physical  properties  arc 
important  factors  in  the  action  of  some  drugs.  But  it  is  equally  obvious 
that  no  one  of  them  will  explain  the  whole  of  pharmacok^Kal  action, 
and  there  b  reasonable  doubt  whether  the  wh<^  of  the  physical  diar- 
acters  taken  together  will  suffice  for  this.  From  the  present  confusion  ' 
the  only  Intimate  conclusion  seems  to  be  that  the  activity  of  drugs 
depends  on  a  large  variety  of  factors  and  that  phannao^ogica]  action 
cannot  be  brought  under  any  one  law,  either  chemical  or  ph\-sical. 

This  view  stands  in  conflict  with  a  theor>'  which  has  been  widely 
held,  and  which  postulates  that  the  pharmacological  action  depends 
directly  on  the  chemical  structure  of  a  drug  and  may  in  fact  be  deduced 
in  large  part  from  a  consideration  of  its  structural  formula.  Plausible 
arguments  in  favor  of  this  view  have  been  drawn  from  the  resemblances 
in  action  presented  by  certain  chemical  groups;  for  example,  a  large 
number  of  soporifics  belong  to  the  group  of  the  simpler  methane  com- 
pounds, and  the  heavy  metals  offer  certain  resemblances  in  their  effects 
in  the  body  just  as  they  react  similarly  to  some  chemical  tests.  But 
it  is  equally  probable  that  these  resCTiblances  depend  on  some  physical 
property  which  is  common  to  each  group,  and  w^ch  has  a  more  imme- 
diate b^tring  on  their  action  than  the  actual  structure.  Of  course  the 
physical  characters,  themselves,  ultimately  depend  on  the  chemical 
composition,  and  the  reaction  in  the  organism,  therefore,  ultimately 
arises  from  the  chemical  composition,  but  as  it  is  at  present  impossible 
to  derive  the  physical  properties  from  a  consideration  of  the  chemical 
formula,  it  appears  futile  to  attempt  to  derive  the  action  in  thjs  organ- 
ism from  it.  And  whenever  an  attempt  is  made  to  follow  the  relationship 
between  chemical  composition  and  pharmacological  action  in  detail,  the 
analogy  breaks  down,  because  factors  which  it  is  impossible  to  deduce 
from  the  chemical  structure  or  formulae,  intrude  themselves ;  for  example, 
the  series  of  lower  alcohols  of  the  methyl  series  show  a  regular  progressive 
increase  in  toxicity  so  that  some  of  the  higher  members  might  be 
exi>ected  to  form  very  powerful  poisons,  but  as  a  matter  of  experience 
these  prove  to  be  harmless  because  they  become  insoluble  in  the  fluids 
of  the  body. 
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STIMULATION,  DEPRESSION,  IRRITATION. 

When  a  cell  is  affected  by  a  poison,  the  extent  of  its  activity  b 
changed  but  not  the  kind.  The  reflex  movements  may  be  augmented 
under  strychnine  or  may  be  lessened  under  chloral,  but  they  remain 
reflex  and  cannot  under  any  circumstances  partake  of  the  nature  of 
voluntary  movements.  In  other  words,  the  effects  of  drugs  are  quan- 
titative, not  qualitative,  the  activity  of  living  matter  may  be  changed, 
but  the  form  which  the  activity  assumes  is  unchangeable. 

Drugs  which  increase  the  activity  of  any  organ  or  function  are  said 
to  stimulaie  it,  while  those  which  lessen  the  activity  are  said  to  depress 
it.  Another  condition  induced  by  drugs  is  irritation,  for  although  this 
term  is  often  applied  loosely  as  a  synonym  for  stimulation,  the  two 
conditions  are  not  identical.  Stimulation  is  properly  used  to  indicate 
an  increase  in  the  specialized  function  of  a  cell,  producing,  for  instance, 
in  the  spinal  cord  an  increase  in  the  reflex  excitability.  Irritation, 
on  the  other  hand,  is  used  rather  in  reference  to  the  changes  in  the 
conditions  common  to  all  forms  of  living  matter,  that  is,  it  indicates  a 
change  in  the  nutrition  and  growth  of  the  cell,  rather  than  in  the 
specialized  functions.  Irritation  may  thus  be  induced  in  all  kinds 
of  tissues  and  is  the  commonest  change  caused  by  drugs  in  the  less 
differentiated  forms,  such  as  the  connective  tissues  and  ordinary 
epithelia;  while  stimulation  is  met  with  in  the  more  highly  specialized 
cells,  such  as  those  of  the  heart,  nervous  system,  or  secretory  glands. 
In  many  instances  the  irritant  action  of  drugs  may  be  explained  by 
their  known  reactions  with  the  proteins  of  the  cell;  for  example,  sub- 
stances which  dissolve  proteins,  or  precipitate  them,  or  withdraw  fluid 
from  them,  all  tend  to  cause  irritation  when  they  are  applied  to  living 
tissues.  In  other  cases  irritation  appears  to  be  induced  through  some 
action  the  nature  of  which  is  quite  unknown. 

When  stimulation  is  prolonged  or  excessive,  the  protoplasm  gener- 
ally becomes  depressed  and  finally  loses  its  activity  entirely  (paral- 
ysis). Some  authorities  have  asserted  that  depression  is  invariably 
preceded  by  stimulation,  and  that  stimulation  sufficiently  prolonged 
invariably  leads  to  depression  and  paralysis.  Both  statements  are  too 
absolute,  although  they  are  true  in  the  great  majority  of  cases.  For 
example,  the  action  of  atropine  on  the  terminations  of  the  cardiac 
inhibitory  nerves  is  purely  depressant.  Even  the  most  minute  quan- 
tities of  this  alkaloid  never  increase  the  activity  of  these  terminations, 
for  if  a  quantity  too  small  to  weaken  them  is  ingested,  it  has  appar- 
ently no  effects  whatever,  and  as  the  dose  is  increased,  the  first  effect 
is  depression. 

Depression,  whether  induced  directly,  or  following  on  stimulation, 
has  been  shown  in  several  instances  to  resemble  the  fatigue  induced 
by  the  prolonged  exercise  of  the  normal  organ,  and  it  is  probably  true 
that  depression  and  fatigue  are,  in  all  instances,  identical  in  appear- 
ance, although  not  necessarily  identical  in  cause.  For  example,  the 
phenomena  of  fatigue  of  the  terminations  of  the  motor  nerves  in 
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muscle  resemble  exacUr  those  induced  by  curara,  but  in  the  former 
the  cause  may  be  that  the  conducting  substance  of  the  nerve  ends  has 
been  used  up  by  the  repeated  passage  of  impulses,  while  in  the  latter 
the  conducting  substance  b  so  changed  that  it  becomes  incapable  of 
transmitting  stimuli  to  the  muscles.  The  final  result  is,  of  course, 
the  same;  there  being  no  available  conducting  substance,  impulses 
fail  to  reach  the  muscle.  But  the  fatigued  terminations  rapidly 
recover,  as  conducting  substance  is  ref<Hined,  while  the  curarized 
recover  only  when  the  poison  is  eliminated. 

In  most  cases  an  excessive  dose  of  a  stimulating  poison  leads  to 
depression  and  paralysb.  The  cell  becomes  functionally  dead,  but  if 
the  failure  of  its  function  does  not  involve  the  death  of  the  oi^nism, 
it  may  recover  and  reassume  its  ordinary  function  as  if  no  stage  of 
inactivity  had  intervened.  Excessive  irritation,  on  the  other  hand, 
leads  to  actual  death  and  dbintegration,  from  which  there  is  no 
recovery.  For  example,  the  cells  of  the  spinal  cord  are  first  stimu- 
lated and  later  paralyzed  by  a  large  dose  of  str^'chnine,  but  this  is  not 
fatal  to  cold-blooded  animals,  and  after  a  few  days  the  spinal  cord 
regains  its  normal  function,  as  the  poison  is  eliminated.  On  the  other 
hand,  the  injection  of  an  irritant  into  the  subcutaneous  tissues  causes 
dilatation  of  the  vessels,  effusion  of  fluid,  and  increased  growth  and 
rapid  division  of  the  cells.  If  only  a  small  quantity  be  injected,  this 
condition  is  recovered  from,  although  it  generally  leaves  evidence  of 
its  presence  in  the  form  of  an  increase  in  the  fibrous  tissue.  But  if 
the  irritation  be  intense,  the  celb  undergo  degeneration  and  die,  and 
an  abscess  is  formed.  The  celb  thus  destroyed  can  never  recover  as 
the  paralyzed  ones  do.  They  are  either  absorbed,  or  removed  by  the 
opening  of  the  abscess,  and  their  room  is  filled  by  the  overgrowth  of 
the  neighboring  tissues. 

DISTBIBUnON  AND  CONCENTRATION. 

The  distribution  of  a  drug  in  the  different  tissues  and  organs  of  the 
body  must  influence  its  action;  and  it  might  be  expected  that  those 
organs  which  contain  it  in  largest  proportions  would  show  greater 
changes  than  others  in  which  it  is  present  in  smaller  amounts.  But  this 
is  not  found  to  be  true  in  many  instances;  for  example,  the  liver  often 
contains  larger  quantities  of  alkaloids  than  any  other  tissue,  yet  no 
symptoms  may  arise  from  this  organ.  The  relative  concentration  in 
which  a  drug  is  present  in  the  different  tissues  thus  does  not  determine 
the  extent  to  which  these  are  involved  in  the  action.  But  if  an  organ 
reacts  to  a  drug,  the  degree  of  its  reaction  depends  on  the  concentration 
in  which  the  drug  is  presented  to  it  and  the  problem  in  therapeutics 
is  very  generally  to  bring  up  the  concentration  in  one  organ  to  the 
efficient  threshold  without  involving  other  organs;  for  example,  in 
chloroform  anaesthesia  the  object  is  to  cause  sufficient  concentration 
in  the  brain  without  involving  the  heart  and  respiration. 

The  concentration  of  a  drug  in  a  cell  depends  in  the  first  instance  on 


ELECTIVE  AFFINITY  OF  DRUGS 


23 


the  concentration  in  which  it  is  present  in  the  surrounding  fluids,  for 
the  passage  into  the  cell  appears  to  be  a  simple  diffusion  which  follows 
the  law  of  mass  action.  And  in  many  cases  there  seems  to  be  no  greater 
concentration  than  b  in  accord  with  diffusion,  the  drug  being  present 
in  the  cell  in  the  same  concentration  as  in  the  fluid;  for  example, 
carbolic  acid  is  not  actively  taken  up  by  bacteria.  In  other  instances 
the  drug  is  deposited  in  the  cell  in  some  form  of  combination,  chemical 
or  physical,  and  the  diffusion  continues  until  the  cell  may  contain  the 
whole  of  the  drug  and  the  surrounding  fluid  is  free  from  it;  an  instance 
of  this  is  presented  by  the  accumulation  of  mercury  in  bacteria.  As 
the  drug  is  accumulated  in  the  cell  it  may  finally  reach  a  strength  that 
provokes  reaction,  but  in  some  instances  the  drug  accumulates  in  large 
amount  without  interfering  with  the  functions  of  the  cell. 

The  concentration  of  a  drug  in  the  tissues  depends  primarily  on  the 
dose  given,  but  this  is  modified  by  the  rate  of  absorption  and  the  rate 
at  which  the  body  frees  itself  from  the  drug  by  excreting  it,  or  changing 
it  into  harmless  forms.  Small  divided  doses  of  a  remedy  may  thus 
never  cause  the  same  symptoms  as  the  administration  of  the  same 
amount  undivided.  The  most  striking  instance  of  this  b  offered  in 
anaesthesia,  for  during  an  operation  of  an  hour's  duration  much  larger 
amounts  of  chloroform  or  ether  are  taken  into  the  tissues  than  would 
be  fatal  if  inhaled  more  rapidly;  the  fatal  concentration  is  not  reached 
because  while  absorption  is  going  on  throughout  the  stage  of  anaesthesia, 
excretion  is  proceeding  equally  rapidly. 

ELECTIVE  AFFINITT  OF  DRUGS.   PROTOPLASM  POISONS. 

Most  drugs  have  an  elective  affinity  for  certain  definite  tissues. 
Thus,  some  attack  the  heart  only,  others  the  central  nervous  system 
and  others  the  terminations  of  the  motor  nerves  in  muscle.  Among 
the  cardiac  poisons  again,  some  act  on  the  ventricle,  others  on  the 
auricle,  and  among  the  poisons  of  the  central  nervous  system,  some  act 
primarily  on  the  cortex,  others  on  the  medulla  oblongata  and  othes 
on  the  spinal  cord.  This  elective  affinity  is  not  merely  a  question  of 
degree,  as  is  sometimes  stated,  for  a  drug  which  has  a  powerful  action 
on  the  brain  may  have  no  effect  on  the  heart  except  when  administered 
in  such  quantities  as  alter  the  physical  characters  of  the  blood.  A 
drug  may  even  alter  different  structures  in  diametrically  opposite 
directions.  Thus,  atropine  depresses  certain  nerve  terminations,  but 
stimulates  the  brain;  and  curara,  which  paralyzes  the  peripheral  ter- 
minations of  the  motor  nerves,  stimulate  the  spinal  cord.  In  some 
instances  the  immunity  of  a  cell  to  the  action  of  a  drug  may  perhaps 
be  explained  by  the  latter  failing  to  penetrate  into  its  interior,  but 
this  is  not  true  in  all  cases. 

The  fields  of  activity  of  different  drugs  vary  greatly  in  extent.  One 
may  comprise  only  the  terminations  of  the  secretory  fibres  in  the  sweat 
glands  (agaricin),  while  another,  which  affects  these  in  the  same  way, 
may  involve  many  other  terminations  in  its  action  (atropine).  Most 
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poisons,  however,  while  acting  on  a  certain  narrow  area  in  small  doses, 
extend  the  limits  of  their  activity  when  larger  quantities  are  ingested. 
Thus,  a  poison  which  acts  in  small  doses  on  the  medulla  oblongata 
only,  may,  when  exhibited  in  larger  quantities,  involve  the  ^inal  cord 
and  the  brain,  and  in  still  greater  concentration  may  affect  the  heart 
and  oUier  organs.  No  poison  is  known  that  acts  equally  on  all  organs 
and  tissues,  but  those  which  have  a  wide  field  of  operation  are  often 
known  as  protoplam  poisons.  These  paralyze  any  form  of  living 
matter  when  they  are  brought  in  contact  with  it  in  sufficient  quantity, 
but  if  they  are  injected  into  the  blood  and  thus  distributed  equally 
throughout  the  body,  they  invariably  select  some  special  organ  as  the 
chief  seat  of  their  acti\4ty.  This  b  exactly  paraUel  to  the  behavior 
of  chemical  agents  in  the  laboratory-.  For  example,  acetate  of  lead 
added  to  a  solution  of  a  chloride,  or  of  a  sulphate,  precipitates  it,  but 
added  to  a  mixture  of  the  two,  throws  down  more  of  the  sulphate 
than  of  the  chloride.  Nitrate  of  silver,  on  the  other  hand,  predpitates 
the  chloride  only.  Acetate  of  lead  may  be  compared  to  the  proto- 
plasm poisons,  nitrate  of  silver  to  those  vith  a  less  extensive  field  of 
action.  As  protoplasm  poisons  affect  a  large  number  of  different 
forms  of  living  matter,  it  follows  that  they  alter  the  nutrition  rather 
than  specialized  functions.  Many  of  them  cause  irritation;  others  are 
used  to  destroy  or  retard  the  gro^rth  of  microbes  and  are  known  as 
disinfectants  or  antiseptics. 

BEMOTE,  LOCAL,  AHD  QENERAL  ACTION. 

Drugs  change  directly  only  those  organs  and  tissues  with  which  they 
come  into  iounediate  contact.  But  the  alteration  of  one  part  of  the 
organbm  very  often  entails  that  of  another  to  which  the  drug  may  not 
ha%'e  access,  or  for  which  it  has  no  special  affinity,  because  impulses 
are  transmitted  through  the  ner\'es,  or  changes  are  induced  in  the  cir- 
culation and  nutrition.  Thus  irritation  of  the  skin  may  alter  the  rate 
of  the  pulse  by  impressions  being  transmitted  by  the  cutaneous  nerves 
and  reflected  along  the  inhibitory  nerves  of  the  heart.  Similarly  a 
poison  that  weakens  the  heart  may  induce  disorder  of  the  respiration, 
from  the  circulation  being  deficient  in  the  medulla  oblongata;  and 
depression  of  the  brain  may  lessen  the  oxidation  in  the  muscles, 
because  it  leads  to  lessened  movements.  These  secondary  changes, 
which  are  not  due  to  the  direct  action  of  the  drugs  on  the  organs  con- 
cerned, are  known  as  remote  or  indirect  effects. 

The  local  action  of  a  drug  is  that  induced  at  the  point  of  application 
More  it  enters  the  circulation,  the  general  or  systemic  action  is  that 
due  to  its  elective  affinity  for  certain  organs  to  which  it  is  carried  by 
the  blood.  The  local  effects  are  very  often  entirely  different  in  nature 
from  the  general  action,  for  a  drug  may  act  as  an  irritant  at  the  point 
of  application  and  as  a  depressant  to  the  brain  when  it  is  carried  to  it 
in  the  bloori.  IakisA  effects  may  be  induced  wherever  the  drug  can  be 
applied— in  the  skin,  the  alimentary  tract,  the  respiratoiy  passages, 


and  the  other  mucous  membranes.  They  also  occur  in  the  subcu- 
taneous tissues  when  the  poison  is  injected  hypodermicaII,v,  and  in  a,ny 
of  the  deeper  organs  and  tissues  which  can  be  reached  b}'  the  needle  of 
the  syringe,  IxjcjiI  remedies  may  cause  irritation,  or  may  protect  the 
surface  from  irritation,  may  depress  the  sensory  end-organs  and  cause 
local  anaesthesia,  or  lessen  secretion,  or  alter  the  functions  at  the  point 
of  application  in  many  other  ways.  They  may  also  have  remote 
effects,  as  has  been  mentioned.  Many  drugs  have  only  a  local  action, 
because  they  are  not  absorbed,  are  absorbed  in  inactive  forms,  or  are 
excreted  or  deposited  as  rapidly  as  they  pass  into  the  circulation,  so 
that  enough  is  not  present  in  the  blood  at  any  one  time  to  induce 
general  effects.  On  the  other  hand,  many  powerful  poisons  have  little 
or  no  effect  at  the  point  of  application,  but  possess  an  elective  affinity 
only  for  some  organ  to  which  they  are  carried  by  the  circulation. 

SALT-ACTION.' 

Salt-action  13  the  term  applied  to  a  series  of  reactions  wliich  occur 
from  the  physical  effects  of  solutions,  and  which  are  analogous  to 
changes  in  dead  tissues  and  are  explained  in  tlie  same  way.  Salt-action 
is  elicited  by  any  substance  which  can  circulate  in  the  body  in  sufficient 
concentration;  it  is  oftenest  seen  under  the  salts  of  the  alkalies,  but 
is  equally  elicited  by  sugar,  urea,  and  other  harmlesss  organic  substances; 
on  tile  other  hand  the  more  powerful  poisons  never  reach  the  concentra- 
tion in  the  tissues  which  is  necessary  to  elicit  salt-action, 

Salt-action  depends  on  the  relative  ease  with  which  a  salt  and  the 
water  in  which  it  is  dissolved  diffuse  into  the  cells  with  which  they 
come  in  contact.  When  a  solution  of  salt  is  brought  in  contact  with 
one  containing  sugar,  the  salt  molecules  and  ions  rapidly  diffuse  Into 
the  sugar  solution  and  the  sugar  molecules  into  tiie  salt  solution  until 
the  whole  becomes  homogeneous,  each  part  containing  the  same  amount 
of  sugar  and  salt.  In  the  same  way  if  a  living  cell  be  brought  into  a 
solution  of  sugar,  there  is  often  a  diffusion  in  both  directions,  the  sugar 
passing  into  the  cell  and  the  salts  of  the  cell  passing  into  the  solution 
until  the  fluid  within  and  without  the  cell  becomes  identical  in  com- 
position. If  much  sugar  diffuses  into  the  cell  this  may  disturb  the 
equilibrium,  and  changes  in  the  activity  of  the  cell  may  follow,  or  if 
the  salts  and  other  diffusible  bodies  in  the  cell  escape  in  large  quantities 
into  the  fluid,  this  may  again  change  tlie  life  processes  in  the  celL  Marked 
reactions  may  thus  arise  from  changes  In  the  constituents  of  the  liquids 
surrounding  a  cell  even  though  these  constituents  are  comparatively 
inactive  themselves;  and  the  reduction  in  the  amount  of  a  constituent 
of  the  plasma  may  prove  as  harmful  as  its  presence  in  excessj  by  causing 
the  escape  of  essential  constituents  of  tlie  cell. 

^  A  more  detailed  aceouot  of  the  lalt-af^on  in  different  orgnEifl  will  be  ^ven  iQ  Lhe 
Ch»pt«r  on  Sodium  Chloride  and  Wat«r.  to  which  the  Trader  is  referred.  H«re  only  the 
genenJ  prinriplea  are  deaJt  with. 
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Pure  water  diffuses  readily  into  all  cells  and  causes  disturbance 
in  their  functions  from  reducing  the  concentration  of  their  soluble  con- 
stituents. And  some  solids  also  appear  to  diffuse  with  little  difBculty 
into  many  cells.  But  it  is  found  that  most  dissolved  substances  meet 
with  some  resistance  in  entering  cells,  and  that  different  tissues  also 
vary  in  this  relation,  one  set  of  cells  taking  up  many  salts  with  readiness, 
while  another  set  permits  the  passage  of  few  of  these  and  rejects  others. 
When  a  salt  can  penetrate  a  cell  readily,  the  water  in  which  it  is  dis- 
solved also  finds  no  redstance  to  its  entry,  and  the  contents  of  the  cell 
are  thus  diluted  as  much  as  if  they  had  been  exposed  to  pure  water. 
On  the  other  hand,  if  a  salt  cannot  penetrate  into  a  cell,  it  holds  back 
a  certain  proportion  of  the  water  in  which  it  is  dissolved,  and  osmotic 
currents  are  set  up  between  the  soluble  bodies  and  water  in  the  interior 
of  the  cell  and  the  solution  outside  it.  If  the  latter  is  the  stronger  in 
osmotic  pressure  (hypertonic  solution),  the  water  of  the  cell  diffuses 
into  the  external  solution;  if  the  osmotic  pressure  of  the  cell  contents 
is  the  higher,  the  movement  of  the  water  is  toward  the  interior  and  the 
solution  is  said  to  be  hypotonic;  if  the  osmotic  pressure  in  the  cell 
contents  b  equal  to  that  of  the  solution  (isotonic  solution)  there  is  no 
movement  of  the  water  and  the  volume  of  the  cell  remains  unchanged. 
The  behavior  of  a  cell  and  the  surrounding  fluid  is  thus  of  the  same 
character  as  that  observed  between  the  fluids  on  the  two  sides  of  a 
membrane  in  the  physical  laboratory;  but  no  dead  membrane  is 
known  which  differs  so  much  in  its  behavior  to  various  salts  as  the 
living  cell,  and  the  behavior  of  fluids  and  salts  is  further  complicated 
by  the  fact  that  the  permeability  of  the  different  cells  varies  greatly. 

As  an  example  of  salt-action  ^e  reactions  of  the  red-blood  cells  may 
be  given:  water  penetrates  into  these  readily,  and  when  the  cells  are 
placed  in  distilled  water  it  passes  into  them  ufltil  they  swell  up  and 
burst;  ammonium  chloride  penetrates  readily  also,  and  in  solutions  of 
this  salt  the  red  cells  behave  almost  as  if  they  were  placed  in  distilled 
water;  sodium  chloride  hardly  penetrates  these  cells,  and  when  they 
are  placed  in  a  solution  of  sodium  chloride  of  the  same  osmotic  pressure 
as  that  in  the  interior  of  the  cell  (isotonic),  there  is  no  movement  of 
water  into  the  interior  since  the  water  of  the  solution  is  held  back  by 
the  sodium  chloride;  if  a  solution  of  lower  osmotic  pressure  (hypotonic) 
is  employed,  a  certain  amount  of  water  is  taken  up  from  it  by  the  cell, 
the  weaker  sodium  chloride  being  unable  to  compete  with  the  attraction 
of  the  stronger  solution  in  the  interior  of  the  cell.  On  the  other  hand 
if  a  solution  of  higher  osmotic  pressure  (hypertonic)  be  used,  it  with- 
draws fluid  from  the  cell,  which  shrinks,  because  the  salts  in  the  interior 
are  unable  to  retain  Uie  water  against  the  stronger  concentration 
outside.  The  behavior  of  the  epithelium  of  the  intestine  toward  these 
salts  offers  a  contrast  to  that  of  the  red-blood  cells,  for  the  chlorides 
of  sodium  and  of  ammonium  are  both  readily  absorbed  by  the  intestine; 
on  the  other  hand  the  sulphate  of  sodium  fails  to  penetrate  the  red  cells 
and  enters  the  intestinal  epithelium  with  great  difficulty. 

Soluble  salts  exist  in  the  body  mainly  as  ions,  and  each  ion  exerts 
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the  same  osmotic  pressure  as  an  undissociated  molecule.  And  each 
ion  possesses  an  independent  pharmacological  action.  For  example, 
when  cyanide  of  potassium  is  given,  the  action  may  arise  from  either  the 
potassium  or  the  cyanide  ion,  and  when  potassium  hydrate  is  applied, 
the  effects  may  arise  from  either  the  K-ion  or  from  the  HO-ion.  In 
many  instances  one  ion  b  so  powerful  that  the  other  may  be  neglected; 
thus  when  potassium  cyanide  is  given,  the  cyanide  acts  in  such  minute 
quantities  compared  with  the  comparatively  inert  K-ion  that  the  latter 
is  never  present  in  sufficient  quantity  to  elicit  s3anptoms.  On  the  other 
hand  when  the  ions  are  more  equal  in  power  each  has  to  be  taken  into 
account  in  analyzing  the  action;  thus  when  magnesium  sulphate  is 
administered,  the  Mg-ion  and  the  SOrion  each  bear  a  part  in  the  effects. 

Many  drugs  are  not  dissociated  in  the  tissues  and  act  only  as  mole- 
cules and  not  as  ions;  thus  CsHkHO  does  not  dissociate  the  HO-ion 
as  KHO  does,  and  none  of  the  characteristic  effects  of  this  ion  are 
elicited  by  the  former.  Thb  has  often  given  rise  to  confusion,  especially 
in  connection  with  organic  bromine  compounds.  The  bromide  ion  has  a 
valuable  action  which  follows  when*  the  dissociable  bromides  are  given, 
but  no  such  effects  follow  from  such  bodies  as  CHBrj  because  these  do 
not  dissociate  the  Br-ion.  Compounds  which  dissociate  poisonous 
ions  are  thus  to  be  differentiated  from  others  in  which  the  same  con- 
stitutents  are  present  in  undissociable  combinations.  Another  example 
of  this  is  offered  by  the  toxicity  of  potassium  cyanide,  which  liberates 
the  CN-ion,  and  the  inactivity  of  potassium  ferrocyanide,  which  contains 
CN  but  does  not  dissociate  the  CN-ion  but  the  more  complex,  harmless 
ferrocyanide  ion. 

CONDITIONS  MODiniNa  THE  ETFECTS  OF  DRUGS. 

The  effects  of  drugs  on  the  living  organism  are  subject  to  some 
modifications  in  certain  individuals  and  imder  some  conditions,  which 
it  is  of  importance  that  the  physician  should  recognize,  as  the  dose 
has  to  be  altered  when  they  are  present.  One  of  these  'is  the  Size  and 
Weight.  If  the  same  amount  of  a  poison  be  distributed  through  the 
tissues  of  a  large  individual  as  of  a  small  one,  the  concentration  is  lower 
in  the  organs  of  th^  former  and  less  effect  is  therefore  observed.  This 
has  been  ascertained  chiefly  in  animal  experiment,  in  which  the  effects 
of  drugs  can  be  estimated  much  more  exactly  than  in  man,  but  it 
undoubtedly  holds  good  for  human  beings  also.  Very  large  indi- 
viduals, then,  require  a  somewhat  larger  dose  than  ordinary  persons, 
while  in  treating  individuals  of  small  stature,  the  dose  has  to  be 
reduced. 

The  Are  of  the  patient  has  also  to  be  taken  into  account  in  prescrib- 
ing. Children  ought  to  receive  much  smaller  doses  than  adults.  The 
more  powerful  action  of  drugs  in  children  is  due  in  part  to  their 
smaller  size,  in  part  to  the  more  active  growth  of  certain  tissues  and 
to  the  less  complete  development  of  others,  such  as  the  central  nervous 
system.    The  dose  for  a  child  is  generally  calculated  according  to 
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Young's  formula,  in  wluch  a  fraction  obtained  by  dividing  the  age  by 
tb€  age  -j-  12,  is  taken  as  the  proportion  of  the  adult  dose  required. 
Thus,  for  a  child  of  four  years,  the  dose  would  be  (4  ^ 
adult  dose,  for  one  of  one  year     ^  12 rV  adult  dose. 

Neither  Young's  formula  nor  any  of  the  others  which  have  been 
devised  in  its  stead  is  to  be  regarded  as  more  than  a  very  general 
approximation,  to  which  there  are  many  exceptions.  For  example, 
the  narcotics,  particularly  opium  and  its  preparations,  must  be  given 
during  the  first  year  of  life  in  much  smaller  quantities  than  are  indicated 
by  Young's  rule,  while  alcohol  may  be  administered  in  comparatively 
large  doses. 

The  usual  dose  advised  has  to  be  modified  for  children  then,  and 
may  be  taken  as  that  suitable  from  20-60  years.  After  this  age  is 
passed,  it  h  again  reduced  somewhat,  so  Uiat  from  70-SO  about  J  of 
the  adult  dose  is  advised,  and  after  85  it  may  be  reduced  to  j.  There 
are  exceptions  to  this  rule  also,  large  doses  of  the  purgatives,  for 
example,  being  often  necessary  in  old  people. 

3ez. — Women  generally  require  somewhat  smaller  doses  than  men, 
because  of  their  smaller  size,  and,  it  is  often  stated,  because  their  tissues 
react  more  strongly  to  some  drugs^  though  this  has  not  yet  been  satis- 
factorily established. 

Temporary  conditions  also  influence  the  activity  of  drugs.  Thus, 
after  a  meal,  ;i  poi.ion  is  absorbed  more  slowly  from  the  stomach  than 
when  it  is  taken  fasting,  and  any  local  irritant  action  is  also  less 
marked,  because  the  drug  is  diluted  by  the  contents  of  the  stomach. 
Irritation  of  ike  aioviach  and  inkatint  may  also  modify  the  effects  of 
drugs;  thus  in  some  forms  of  dyspepsia  the  absorption  is  slower  than 
usual  and  little  effect  may  be  induced  by  the  ordinary  dose,  while  irri- 
tant drugs  naturally  cause  more  disturbance  of  the  digestion  in  these 
cases*  Vomiting  and  diarrhoea,  of  course,  tend  to  lessen  the  action  of 
drugs  by  removing  them  rapidly  from  the  alimentary  canal. 

During  pregnancift  purgatives  have  to  be  used  with  great  care, 
because  they  induce  congestion  of  the  pelvis,  and  niay  lead  to  abortion. 
Drugs  acting  on  the  uterus,  or  inducing  a  marked  fall  of  blood  pres- 
sure^  are  to  be  avoided  because  the  former  may  cause  the  evacuation  of 
the  uterine  contents,  while  the  latter  may  lead  to  asphjTtia  of  the  foetus. 
Many  drugs  pass  from  Uie  mother  to  the  child,  and  tins  is  to  be  borne 
in  mind,  as  quantities  which  are  insufficient  to  poison  the  former  may 
have  mare  serious  effects  on  the  latter.  During  lactation,  it  is  impor- 
tant to  remember  that  active  bodies  may  be  excreted  in  tlie  milk,  and 
may  either  act  on  the  child  or  render  the  milk  distasteful  to  it.  In 
visn^truatimij  purgatives  are  to  be  avoided »  as  they  tend  to  increase 
the  floWj  and  all  very  active  drugs  are  to  be  used  with  care  or  aban- 
doned temporarily. 

The  Time  of  Administratiaii  has  also  some  influence  on  the  effects  of 
drugs.  The  body  is  generally  more  resistant  in  the  morning  than  in 
the  evening,  especially  in  the  case  of  narcotic  drugs;  thus  a  dose  of  a 
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soporific  which  may  have  little  or  no  effect  in  the  early  hours,  induces 
sound  sleep  when  given  in  the  evening,  because  the  brain  is  already 
fatigued  and  depressed. 

Idiosyncrasy  is  used  to  denote  an  unusual  effect  for  which  no  expla- 
nation can  be  found.  Some  persons  react  more  readily  than  usual  to 
the  ordinary  dose^  whije  in  other  instances,  a  much  larger  quantity  can 
be  taken  without  any  effect.  Others^  again,  show  symptoms  which 
are  entirely  different  from,  and  which  may,  in  fact,  be  diametrically 
opposed  to  those  ordinarily  observed.  These  idiosyncrasies  are  nat- 
urally rnore  frequently  seen  and  are  better  known,  when  they  arise 
from  widely  used  drugs.  Thus  tlie  modern  antipyretics  have  so  often 
induced  abnormal  symptoms  that  these  are  well  known,  but  it  is  not 
improbable  that  if  otlier  drugs  had  bfeen  used,  or  rather  abused^  to  the 
same  extent,  they  would  be  found  to  induce  unusual  reactions  in  an 
equally  large  number  of  individuals.  An  idiosyncrasy,  as  has  been 
said,  cannot  be  explained  in  the  present  state  of  knowledge,  but  some 
conditions  which  have  been  termed  idiosyncrasies  are  probably  due  to" 
abnornialiy  rapiiJ,  or  to  retarded  absorption  or  excretion.  Idiosyn- 
crasies are  not  confined  to  human  l>eings,  for  not  infrequently  one 
animal  reacts  quite  differently  from  others  of  the  same  spedea. 

As  has  been  mentioned,  one  form  of  idiosyncrasy  consists  in  the 
failure  of  the  individual  to  react  to  the  ordmary  dose  of  a  drug.  This 
b  known  as  Toler&ncOr  and  this  particular  form  of  idiosyncrasy  may 
be  termeii  congenital  tolerance.  Certain  species  of  animals  tolerate 
quantities  of  drugs  which  would  be  fatal  to  others  of  the  same  size. 
In  fact,  so  frequently  is  this  the  case  that  it  is  impossible  to  determine 
tlie  fatal  dose  of  any  drug  on  an  animal  from  experiments  performed 
upon  others  of  a  different  species,  even  tliough  it  be  nearly  related. 
One  of  the  most  remarkable  examples  of  this  form  of  tolerance  is  met 
with  in  the  hedgehog,  which  resists  large  doses  of  many  very  active 
poisons.  Another  well-known  example  is  the  tolerance  of  the  rabbit 
of  large  quantities  of  atropine. 

A  form  of  tolerance  which  is  a  matter  of  everyday  observation  is  that 
induced  by  the  prolonged  use  of  a  drug,  which  has  been  called  acquired 
tolerance,  or  mithridatism,  from  the  belief  that  Mithridates  protected 
himself  in  thb  way  from  the  danger  of  poisoning.  The  most  familiar 
ejcanipte  of  this  form  of  tolerance  is  that  acquired  for  tobacco  (nico- 
tine); the  6rst  cigar  often  induces  violent  poisoning,  but  if  a  habit 
be  formed,  considerable  amounts  of  nicotine  may  be  absorbed  without 
apparent  harm,  because  the  tissues  become  accustomed  to  the  presence 
of  small  quantities  of  nicotine,  and  thus  fall  to  react  to  it.  Nicotine, 
in  fact,  becomes  a  normal  constituent  of  the  tissues*  This  tolerance 
is  entirely  different  from  the  immunity  induced  by  toxins  {see  Toxins), 
and  it  is  desirable  that  the  two  terms  should  he-  kept  distinct. 

\'ery  often  ^^  hilc  some  tissues  acquire  tolerance  for  a  poison,  others 
fail  to  do  so,  and  either  react  in  the  same  way  as  before  or  may  suffer 
from  the  prolonged  use  of  excessive  quantities;  for  example,  although 
the  seasoned  smoker  does  not  suffer  from  the  nausea  and  vomiting 
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which  followed  his  first  essay,  other  organs  may  in  course  of  time 
become  involved,  such  as  the  heart  or  the  eye.  It  is  to  be  noted  that 
tolerance  is  soon  lost  if  the  drug  be  discontinued  for  some  time.  This 
is  of  great  importance  in  cases  of  opium-eating,  for  a  person  who  has 
taken  opium  for  a  long  time  acquires  a  tolerance  for  the  drug,  so  that 
sometimes  enormous  quantities  are  required  in  order  to  induce  the 
ordinary  effects;  but  if  the  habit  be  discontinued  for  some  time,  the 
tolerance  is  lost,  and  a  dose  which  would  formerly  have  had  little  effect 
may  now  induce  dangerous  poisoning.  The  prolonged  use  of  one  drug 
may  establish  tolerance  for  others  of  the  same  class.  Thus  chronic 
drunkards  are  not  influenced  by  large  quantities  of  alcohol,  and  are 
also  more  resistant  to  the  action  of  chloroform  than  ordinary  persons, 
this  being  due  to  the  fact  that  chloroform  and  alcohol  act  on  the  same 
nerve  cells  in  the  same  direction,  and  probably  induce  the  same  changes 
in  the  protoplasm. 

In  some  instances  when  tolerance  is  established  for  a  drug,  it  is 
found  that  the  tissues  destroy  more  of  it  than  previously  (morphine  and 
alcohol),  or  excrete  it  more  rapidly,  as  is  said  to  occur  under  atropine 
in  some  animals,  or  perhaps  absorb  it  less  readily  (arsenic) .  The  drug  thus 
never  reaches  the  same  concentration  in  the  tissues  and  the  absence 
of  action  is  thus  partly  explained.  In  addition  to  this,  however,  the 
organs  normally  affected  become  less  susceptible  to  the  drug;  for 
though  in  morphine  tolerance  much  more  is  destroyed  than  in  normal 
persons,  enough  remains  in  the  blood  to  cause  deep  narcosis  in  ordinary 
people,  yet  no  symptoms  are  induced  in  the  patient. 

The  Comalative  Effect  of  drugs  is  another  phenomenon  caused  by 
their  continued  ingestion.  Small  doses  of  certain  drugs  taken  repeat- 
edly for  some  time  eventually  cause  symptoms  which  are  much  more 
marked  than  those  that  follow  the  first  dose.  In  many  instances 
this  seems  due  to  the  accumulation  of  considerable  quantities  in  the 
tissues.  The  absorption  may  be  more  rapid  than  the  excretion,  and 
each  new  dose  thus  adds  to  the  total  quantity  in  the  blood  and  organs 
more  than  is  lost  in  the  same  time  by  excretion.  The  classical  example 
of  cumulative  action  is  that  of  digitalis,  but  it  is  much  more  frequently 
induced  by  such  drugs  as  mercury,  arsenic,  or  the  iodides,  for  the 
so-called  chronic  poisoning  induced  by  these  is  really  an  example 
of  cumulative  action.  Another  form  of  cumulation  is  said  by  Straub 
to  occur  in  chronic  lead  poisoning;  here  the  symptoms  appear  to  arise 
not  from  the  poison  collecting  in  tlie  tissues  until  it  reaches  an  efficient 
concentration,  but  from  the  cumulative  effect  of  continually  repeated 
injuries  from  the  presence  of  lead,  though  these  injuries  are  individually 
too  slight  to  be  noted.  Cumulative  action  may  occur  along  with 
tolcninfe,  as  has  been  stated.  Thus  the  tolerance  of  certain  tissues  for 
ni<'(>tine  docs  not  protect  others  from  the  effects  of  the  abuse  of  tobacco. 

Synergists. — The  presence  of  another  drug  having  the  same  effects 
in  the  body  often  increases  the  action  of  a  remedy  to  an  unexpected 
extent.  This  is  the  ground  for  the  prescription  of  several  remedies 
acting  in  the  same  way.^  For  example,  several  purgatives  prescribed 

t  Tho  less  important  onoH  are  iiometimes  termed  adjuvants. 
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together  often  act  more  efficiently  than  any  one  given  in  quantity 
equal  to  all  of  them.  It  is  quite  impossible  to  explain  this  except 
by  assuming  that,  although  all  are  alike  in  their  chief  features,  they 
differ  in  the  details  of  their  reactions,  so  that  parts  of  the  alimentary 
canal  which  might  escape  one  are  affected  by  another,  and  the  mixture 
thus  acts  more  universally  than  any  one  of  the  components.  Other 
examples  of  synergism  are  offered  by  the  narcotics,  for  it  has  been 
shown  that  a  mixture  of  morphine  and  chloral,  for  example,  is  more 
efficient  than  either  administered  alone  in  larger  dose.  Another  recent 
example  is  offered  by  the  use  of  mercury  and  arsenical  compounds  in 
syphilis,  which  reacts  better  than  when  either  of  these  is  used  alone. 

On  the  other  hand,  a  drug  may  fail  to  elicit  any  symptoms  if  an 
antagoniBtic  substance  be  present  in  the  body.  Thus  in  cases  where 
a  powerful  nervous  depressant,  such  as  chloroform,  has  been  inhaled, 
strychnine  may  have  little  or  no  effect  on  the  spinal  cord  in  doses 
which  would  normally  increase  the  reflexes  to  a  marked  extent.  In 
the  same  way,  if  the  terminations  of  the  inhibitory  fibres  of  the  heart 
are  paralyzed  by  atropine,  a  poison  which  normally  slows  the  heart 
by  stimulating  these  terminations  will  have  no  such  effect  except  in 
much  larger  doses. 

Hunt  has  recently  discovered  a  series  of  relations  between  drugs, 
which  do  not  seem  to  fall  into  either  of  these  categories.  Thus  the 
administration  of  alcohol  renders  animals  more  susceptible  to  the 
action  of  acetonitrile,  and  thyroid  feeding  has  the  same  result  in  rats, 
while  it  increases  the  resistance  to  acetonitrile  in  mice. 

Similar  modifications  of  the  effects  of  drugs  may  be  induced  by 
poisons  formed  by  pathological  changes  in  the  tissues,  or  by  an  unusual 
state  of  irritation  or  of  depression  of  the  tissues  themselves.  For 
example,  in  hot  weather  and  in  tropical  climates,  purgatives  are  found 
much  more  efficient  than  in  colder  climates,  either  because  there  is 
some  poison  which  acts  along  with  the  purgative,  or  because  the 
mucous  membrane  is  more  irritable  than  usual.  That  some  such 
factor  is  present  in  these  conditions  is  shown  by  the  frequent  occur- 
rence of  diarrhoea  without  the  use  of  drugs.  Similarly  when  an  antago- 
nistic poison  is  formed  in  the  tissues  in  the  course  of  a  disease,  a  drug 
may  have  little  or  no  effect. 

Patholofical  conditiona  very  often  modify  the  effects  of  drugs  to  a 
very  considerable  extent,  and  in  a  way  which  cannot  be  explained  at 
present.  For  example,  the  antipyretics  reduce  the  temperature  in 
fever,  but  have  no  effect  on  it  in  health;  the  bromides  lessen  the  con- 
vulsions in  epilepsy,  but  have  much  less  effect  in  depressing  the  brain 
in  normal  persons.  The  question  may  therefore  be  raised  whether 
the  examinatin  of  the  effects  of  drugs  in  normal  animals  is  of  much 
value  in  indicating  their  therapeutic  action.  But  in  reply  it  may  be 
said  that  in  a  large  number  of  instances  drugs  are  given,  not  in  order 
to  act  upon  the  diseased  tissues,  but  upon  healthy  ones.  The  object 
of  the  therapeutist  is  very  generally  not  to  restore  the  diseased  tissue 
but  to  relieve  it  from  work,  and  to  allow  it  rest  so  as  to  promote  its 
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restoration  by  nature.  For  instance,  in  diseases  of  the  cardiac  valves, 
drugs  are  given,  not  with  the  object  of  restoring  their  integrity,  but  to 
act  upon  the  healthy  heart  muscle,  and  to  obviate  the  disturbance  of 
the  circulation  which  is  caused  by  the  destruction  of  the  valves.  In 
inflammation  of  the  kidneys,  the  physician  seldom  attempts  to  reduce 
the  inflammation  by  the  action  of  drugs  on  the  cells  involved,  but 
confines  his  attention  to  removing  by  other  channels  the  products  of 
tissue  waste,  which  would  normally  be  excreted  by  the  kidney.  So 
that  in  most  instances  drugs  are  given  to  act  on  normal  tissues,  or  on 
tissues  which  are  so  little  affected  by  disease  that  they  react  to  remedies 
in  the  same  way  as  the  normal.  In  other  cases  the  action  of  drugs 
on  diseased  tissues  or  on  the  causes  of  disease  may  be  investigated  by 
inducing  the  disease  in  animals,  as  has  been  done  very  largely  in  recent 
years  in  various  infectious  diseases.' 

METHODS  OF  ADBONIST&ATION. 

The  effect  of  a  remedy  is  often  determined  very  largely  by  the 
method  in  which  it  is  administered  As  regards  the  local  action,  this 
is  sufficiently  obvious,  for  an  irritant  applied  to  the  skin  could  scarcely 
be  expected  to  cause  the  same  symptoms  as  if  it  were  applied  to  the 
stomach  and  intestine.  But  the  same  holds  true  for  the  general  action 
in  most  instances,  because  some  tissues  and  organs  absorb  much  more 
rapidly  than  others,  and  a  larger  quantity  of  the  drug  therefore  passes 
through  them  into  the  blood  in  a  given  time.  Thus,  if  a  poison  which 
is  absorbed  slowly,  be  rapidly  excreted,  so  little  of  it  may  exist  in  the 
blood  and  tissues  at  any  given  time  that  no  effects  are  induced,  while 
if  it  be  rapidly  absorbed  by  some  other  method  of  administration,  the 
same  dose  can  exert  some  action  before  it  is  excreted. 

Drugs  are  applied  for  their  Local  Action  to  the  skin,  to  the  mucous 
membranes  of  the  alimentary,  respiratory,  and  genito-urinary  tracts, 
and  to  the  conjunctiva  and  cornea.  Not  infrequently  they  are  injected 
by  means  of  the  hypodermic  needle  into  the  subcutaneous  tissues  for 
their  local  effects,  and  the  attempt  is  continually  being  renewed  to 
treat  even  the  deeper  tissues  and  organs  locally  by  the  injection  of 
remedies  into  them.  The  objects  of  local  medication  are  very  diverse, 
and  can  be  treated  of  only  in  connection  with  the  individual  drugs. 
The  methods  of  application  are  also  so  numerous  that  only  a  few  of  the 
chief  can  be  mentioned.  Drugs  intended  for  application  to  the  skin 
are  often  formed  into  salves  or  ointments  (unguenta)  by  mixing  them 
with  oily  or  fatty  substances,  which  adhere  to  the  skin  and  do  not 
dry  up,  and  which  in  addition  to  serving  as  a  means  of  applying  an 
active  substance,  protect  the  surface  from  the  air  and  from  irritation. 
Other  preparations  for  application  to  the  skin,  such  as  the  plasters 
(emplastra),  resemble  the  ointments  in  their  general  characters,  but 

1  This  method  of  investiKation  and  its  results  are  sometimes  known  as  chemotherapi/^ 
but  they  do  not  differ  in  essentials  from  those  of  pharmacology. 
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also  give  mechanical  support  and  bind  surfaces  together  from  their 
being  spread  on  paper  or  cloth,  which  thus  serves  as  a  flexible  splint. 
The  collodions  and  cerates  resemble  the  plasters,  the  oleates  the  oint- 
ments. In  addition  to  these  special  preparations,  drugs  may  be  applied 
to  the  skin  in  solutions,  or  as  powders,  or  solid  masses  may  be  used  to 
cauterize  it. 

The  methods  of  applying  drugs  to  the  aKmentary  tract  and  to  the 
lungs  for  their  local  action  are  for  the  most  part  similar  to  those  used 
for  drugs  which  are  intended  to  be  absorbed.  The  mouth  and  throat 
may  be  washed  out  with  solutions,  which  are  gargled  (gargarismata), 
or  may  be  treated  with  powders,  or  lozenges  (trochisci),  ^viiich  are 
slowly  dissolved  and  thus  permit  of  a  more  prolonged  and  constant 
action  in  the  mouth  than  b  possible  if  the  drug  be  swallowed  imme- 
diately. The  nose  may  be  washed  out  with  solutions  of  active  drugs, 
or  powders  may  be  drawn  into  the  nostrils  as  snuffs;  the  latter  often 
cause  sneezing,  and  are  sometimes  known  as  sternutatories,  or  eniiines. 
The  lar>'nx  may  be  treated  locally  by  the  application  of  powders  or 
of  very  small  quantities  of  fluids  by  means  of  die  laryngoscc^ic  mirror 
and  probe.  Solutions  are  generally  used  for  application  to  the  con- 
junctiva, but  a  more  permanent  effect  can  often  be  obtained  from 
ointments,  lamelbe,  or  powders  which  are  less  liable  to  be  washed  away 
by  the  tears.  The  urethra,  vagina  and  uterus  are  treated  by  the 
injection  of  solutions,  or  by  ointments  and  powders.  Bougies,  which 
are  occasionally  ad>4sed,  are  formed  by  incorporating  an  active  drug 
in  some  substance  ^ich  is  solid  at  ordinary  temperatures,  but  melts 
idien  introduced  into  the  organ  and  allows  the  drug  to  come  into 
contact  with  the  surface.  The  rectum  may  similarly  be  treated  by  the 
injection  ot  drugs  in  solution  or  suspension  (enemata),  or  by  the  use 
of  suppositories.  Drugs  are  not  infrequently  applied  by  the  rectum 
in  order  to  elicit  their  action  after  absorption,  but  much  oftener  for 
their  local  action  on  the  bowel.  Enemata  may  be  either  large  (a  pint 
or  more)  or  small  (2-5  c.c,  fl.  dr.).  The  large  enemata  are  used 
either  to  wash  out  the  intestines,  and  may  then  contain  an  antiseptic 
or  astringent,  or  to  induce  peristalsis  and  evacuation  of  the  bowel, 
when  they  are  made  up  of  water  with  or  without  soap  or  other  slightly 
irritant  substances.  The  small  enemata  are  used  chiefly  to  induce 
evacuation,  and  contain  more  irritant  substances,  sudi  as  glycerin 
alone  or  along  with  some  more  active  body.  Suppositories  are  formed 
of  cacao-butter,  which  is  solid  at  room  temperatures,  but  melts  at  the 
temperature  of  the  rectum. 

Drugs  whose  Geaenl  Aetun  is  to  be  elicited  after  their  absorption 
are  given  by  the  mouth,  except  when  some  special  character  in  them 
or  in  the  disease  renders  some  other  method  preferable.  They  may  be 
given  by  the  mouth  in  solution  in  water,  alcohol,  oils,  or  other  more 
or  less  indifferent  bodies.  The  disagreeable  taste  of  many  remedies, 
however,  often  precludes  this  method,  and  these  may  be  ordered  in  the 
form  of  pilb,  or  in  capaules,  which  are  formed  of  gelatin  or  similar 
substances  and  are  dissolved  in  the  stomach  and  intestines.  Very 
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often  the  disagreeable  taste  may  be  concealed  by  the  addition  of  sugar, 
or  of  some  strongly  tasting  but  agreeable  body,  such  as  a  volatile  oil. 
Insoluble  drugs  may  be  given  as  powders,  as  they  have  little  or  no 
taste.  Powders  are  also  used  as  a  means  of  administering  soluble 
drugs,  if  they  have  not  a  disagreeable  taste  and  have  no  marked  local 
action*  but  very  deliquescent  drugs  should  not  be  given  in  this  form. 
Insoluble  drugs  are  sometimes  ordered  in  suspension  in  mucilaginous 
fluids;  and  oils  which  are  distasteful  to  many  peoplCj  may  be  given 
mixed  with  water  and  gums  (emulsions). 

The  rate  of  absorption  from  the  alimentary  canal  varies  greatly 
with  different  drugs  and  also  with  the  form  in  which  they  are  adinlnis- 
tered.  The  first  point  will  be  treated  of  in  connection  with  the  indi- 
vidual drugs.  As  regards  the  second,  it  may  be  stated  that  drugs  are 
more  rapidly  absorbed  when  they  are  swallowed  in  solution^  and  that 
when  much  inert  and  insoluble  matter  is  associated  with  them,  their 
absorption  is  much  retarded.  Thus,  common  salt  passes  more  rapidly 
into  the  blood  when  it  is  dissolved  before  being  taken  tbaa  when  it  is 
swallowed  dry,  and  morphine  is  absorbed  much  more  quickly  when  it 
is  administered  pure  than  when,  as  in  opium,  it  is  mixed  with  a  mass 
of  gums  and  other  bodies.  This  fact  is  taken  advantage  of  in  practice 
by  giving  drugs  in  solution  when  rapid  absorption  is  desirable,  and  by 
giving  less  pure  forms  when  tlie  local  action  on  the  stomach  and  bowel 
is  to  be  elicited.  The  more  concentrated  the  solution,  the  greater  is 
the  irritant  action  on  the  stomach>  and  thus  where  irritation  of  the 
stomach  is  desired,  either  the  solid  drug  or  a  strong  solution  is  given; 
but  as  a  general  rule  tlie  local  action  on  the  stomach  is  to  be  avoided, 
and  drugs  are  therefore  ordered  in  as  dilute  solution  as  is  possible 
without  increasing  the  bulk  to  too  great  an  extent.  It  is  to  be  noted 
that  drugs  which  are  insoluble  in  the  test-tube  may  be  rendered  soluble 
by  the  action  of  the  gastric  and  intestinal  juices,  while  many  which 
are  given  in  solution,  are  precipitated  by  the  proteins  in  the  stomach. 

The  great  mass  of  drugs  absorbed  from  the  stomach  and  intestine 
is  carried  to  the  liver  before  reaching  the  general  circulation,  and  this 
is  of  great  importance  in  determining  their  eJfects  in  the  body,  as 
some  of  them  are  retained  in  that  organ,  and  are  either  entirely 
destroyed  or  escape  so  slowly  that  they  have  no  perceptible  effect. 

Another  important  method  of  administering  drugs  for  their  general 
action  and  also  for  their  local  effects  is  by  inhalation  into  the  lungs. 
Only  volatile  drugs  can  be  used  thus  for  their  general  action.  They 
arc  absorbed  very  rapidly  owing  to  the  extensive  surface  to  which  they 
are  applied,  and  also  because  volatile  substances  penetrate  the  tissues 
more  readily  than  others.  The  best  examples  of  inhalation  are  offered 
by  the  general  angesthetics,  chloroform  and  ether.  Most  substances 
absorbed  by  the  lungs  are  also  excreted  by  them,  and  this  leads  to  an 
important  practical  point  in  regard  to  the  atifcsthetics.  For  the  passage 
of  gases  or  vapors  through  the  lining  epithelium  of  the  alveoli  depends 
in  most  instances  upon  their  partial  pressure,  that  is,  upon  their  con^ 
centration  in  the  air  and  blood  respectively.  Accordingly,  when  the  air 


METHODS  OF  ADMINlSTRATfON 


contains  more  chloroform  vapor  than  the  blood,  the  aaeesthetie  passes 
into  the  blood,  but  as  soon  as  the  condition  is  reversed,  and  the  blood 
contains  more  chloroform  than  the  air  of  the  alveoli,  it  commences  to 
pass  backw^ard.  The  more  concentrated  the  vapor  inhaled,  the  more 
chloroform  is  contained  in  the  cubic  centimeter  of  blood,  and  the 
greater  is  the  action  on  tlie  nervous  centres  and  the  heart. 

Less  volatile  substances  are  sometimes  inhaled  into  the  lungs  for 
their  local  action,  and  even  non-volatile  bodies  suspended  in  a  spray 
of  vapor  may  be  thrown  into  the  respiratory  passages,  but  it  may  be 
questioned  whether  these  last  really  reach  the  alveoli  except  in  traces. 

Drugs  are  also  applied  to  the  skin  in  order  to  elicit  their  general 
action.  Volatile  bodies  are  certainly  absorbed  by  it,  although  much 
more  slowly  than  by  the  lungs  or  by  Uie  stomach  and  intestine*  Solu- 
tions in  water  of  non-volatile  drugs  are  not  absorbed  from  the  skin, 
but  solutions  of  certain  remedies  in  alcohol^  oils,  fats,  ether,  and  some 
other  substances  which  are  capable  of  dissolving  or  mixing  with  the 
fatty  covering  of  the  skin,  are  absorbed  fairly  rapidly  if  they  are 
rubbed  in  thoroughly.  This  method  of  application  (inunction)  has 
been  used  chiefly  for  the  absorption  of  mercury,  as  the  local  action  on 
the  stomach  and  bowel  is  thus  avoided.  (See  Mercury,)  Alkaloids 
do  not  appear  to  be  absorbed  by  the  skin  even  when  dissolved  in  oils 
or  alcohol. 

The  hypodenmc  method  is  of  comparatively  recent  origin,  but  is 
being  more  widely  used  every  year.  In  it  drugs  are  injected  through 
a  £ne  hollow  needle  into  the  subcutaneous,  or,  in  the  ease  of  more 
irritant  substances,  into  the  muscular  tissue,  where  they  meet  with 
fewer  sensory  nerves.  Absorption  occurs  more  rapidly  than  when 
drugs  are  given  by  the  mouth,  the  local  action  on  the  alimentary 
canal  is  avoided,  and  the  physician  is  more  certain  that  the  whole 
of  the  remedy  is  effective,  provided  it  is  soluble  and  is  not  pre* 
cipitated  at  the  point  of  injection.  At  the  same  time,  the  method 
has  certain  drawbacks,  tJie  chief  of  which  are  the  pain  of  the  injection 
and  the  danger  of  injecting  a  powerful  remedy  into  one  of  the  sub- 
cutaneous veins.  H^'podermic  injection  should  be  made  only  by 
the  physician  or  trained  attendant,  for  Incalculable  injuiy  has  been 
done  by  entrusting  patients  with  the  syringe,  particularly  for  the 
injection  of  morphine  and  cocaine.  The  needle  and  syringe  ought  to 
be  disinfectedj  and  the  substance  injecte<i  should  be  aseptic,  and  tliis 
renders  the  method  inconvenient.  As  a  general  rule,  solutions  in 
water  or  in  dilute  alcohol  are  used  for  injection,  but  the  insoluble 
salts  of  mercury  have  also  been  injected,  suspended  in  oil  (see  Mercury). 
Irritant  drugs  are  to  be  avoided  as  far  as  possible,  as  they  cause  great 
pain,  swelling  and  sometimes  suppuration,  even  when  the  injection 
has  been  carried  out  aseptically.  H>7)odermic  injection  is  used  ver>' 
largely  to  elicit  the  general  action  of  a  remedy,  but  also  for  the  local 
effects,  as  wlien  cocaine  is  injected  in  order  to  produce  local  anesthesia. 
Solutions  of  inert  bodies  have  also  some  anesthetic  action,  probably 
owing  to  their  mechanical  action  on  the  sensory  nerve  fibres.  As 
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the  absorption  from  the  subcutaneous  tissues  is  so  much  more  rapid 
than  that  from  the  stomach  and  intestine,  when  the  drug  is  in  perfect 
solution,  the  dose  has  to  be  reduced.  As  a  general  rule,  about  one-half 
of  the  ordinary'  amount  is  sufficient. 

Deeper  injections  are  sometimes  made  for  their  local  action  on  the 
organs.  Thus,  antiseptics  have  been  injected  into  lung  cavities,  caustics 
into  tumors,  local  amesthetics  Into  the  spinal  canal,  and  direct  applica- 
tions have  been  made  to  the  nerves  in  sciatica  and  other  similar 
disorders. 

Intravenous  iniedion  is  the  most  certain  method  of  biinging  drugs 
into  the  circulation  and  tissues,  and  is  at  the  same  time  the  most 
rapid.  It  is,  therefore,  very  largely  used  in  experiments  on  animals, 
and  in  recent  years  has  been  widely  practised  in  man  in  such  diseases 
as  syphilis  and  malaria,  in  which  it  is  desirable  to  induce  a  definite 
concentration  of  a  remedy  in  the  blood  rapidly.  Cardiac  and  circulatory 
stimulants,  such  as  strophanthin  and  adrenaline,  have  also  been  admin- 
istered in  this  way.  ITie  dose  must  be  very  much  smaller  than  that 
employed  by  the  mouth,  but  it  is  impossible  as  yet  to  state  exactly 
what  fraction  will  induce  the  same  effects. 

Drugs  are  occasionally  applied  by  the  rectum  for  thdlr  general 
action,  as  has  been  mentioned.  The  local  effects  on  the  stomach  are 
avoided  by  this  method,  and  morphine  and  opium  are,  therefore,  not 
infrequently  administered  thus.  The  rate  of  absorption  from  the 
rectum  as  compared  with  that  from  the  stomach  and  bowel  is  still  a 
disputed  point,  and  some  physicians  recommend  that  the  dose  be 
reduced  to  three-fourths,  while  others  recommend  one  and  one-half 
times  that  given  by  the  mouth. 

Drugs  are  not  administered  by  the  other  mucous  membranes  for 
their  general  effects,  but  it  must  not  be  forgotten  that  symptoms  may 
arise  from  their  application  to  them  for  their  local  action.  Similarly, 
drugs  applied  as  dressings  to  wounds  or  abrasions  have  very  often 
given  rise  to  severe  or  fatal  poisoning  from  being  absorbed  into  the 
blood  and  tissues. 

THE  CHEBOCAL  CHABACTEBS  OF  DRUGS. 

Many  substances  which  induce  changes  in  the  living  organism  are 
comparatively  simple  chemical  compounds.  In  the  inorganic  materia 
medica  are  found  many  salts,  bases  and  acids,  and  a  few  uncombined 
elements,  such  as  mercury  and  phosphorus,  while  organic  chemistry 
offers  hydrocarbons,  alcohols,  ethers,  phenols,  ketones,  aldehydes,  acids, 
and  many  other  compounds  which  require  no  special  mention.  But 
some  groups  of  substances  which  occur  isidely  in  plants  require  some 
discussion  before  the  individual  members  are  taken  up  severally. 

The  first  group  of  these  is  formed  by  the  Alkaloids,  which  are  sub- 
stituted ammonias,  and  have  a  more  or  less  strongly  alkaline  reaction, 
so  that  they  are  often  known  as  the  vegetable  bases.  They  contain 
carbon,  hydrogen,  nitrogen,  and,  as  a  general  rule,  oxygen,  although 
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some  of  them,  such  as  eoniine,  are  devoid  of  it.  Like  ammonia,  they 
combine  with  acids  readily  without  eliminating  hydrogen,  and  the 
salts  thus  formed  resemble  those  of  ammonia  in  many  respects,  among 
others  in  being  thrown  out  of  combination  by  the  fixed  alkalies.  Many 
v^etable  alkaloids  are  derived  from  pyridine,  quinoline  and  isoquino- 
line  by  the  addition  of  hydrogen,  and  generally  by  the  substitution 
of  one  or  more  of  the  hydrogen  atoms  by  side  chains  of  greater  or  less 
complexity. 

CH 

Hc/^''\cH  HC^        V        ^CH         HC^         V         ^  CH 


HC  >.       ^  CH  HC  V  ^  CH 

N  CH        N  CH  CH 

IVridiM.  Quiooline.  Isoquinoline. 

But  others  appear  to  be  derivatives  of  the  pyrrol  and  oxazine  groups, 
while  in  others  the  nitrogen  is  attached  to  radicles  belonging  to  the 
methane  or  open-chain  series;  some  artificial  alkaloids  are  derivatives 
of  aniline. 

CH  CO 

HC        -CH  //\ 

HC^       ^C— NH«       HC/  ^CH 

HC  CH  HC  \^  CH  HC  ^      ^  CH 

NH  CH  N 

I^TTTol.  Aniline.  Oxaiine. 

Finally  the  purine  bodies  (see  Caffeine  group)  may  be  included 
although  they  are  only  feebly  ba^c. 

Some  of  the  vegetable  alkaloids  have  been  formed  synthetically  in 
the  laborafory,  and  the  constitution  of  some  of  the  others  is  perfectly 
well  known^^'^ut  many  of  them  have  not  yet  been  isolated,  and  there 
are  probably  Miers  whose  existence  is  not  even  suspected.  These 
vegetable  alkaloids  occur  in  almost  all  parts  of  plants,  although  they 
are  found  in  greatest  abundance  in  the  seeds  and  roots.  The  same 
alkaloid  is  often  found  in  most  of  the  plants  of  a  genus,  or  it  may 
occur  in  one  or  two  species  of  a  genus  and  in  other  plants  which  are 
in  no  way  related.  Very  often  several  alkaloids  are  foimd  in  a  plant, 
and  these  may  differ  entirely  in  their  action  on  animals,  although  not 
infrequently  all  the  alkaloids  of  a  plant  resemble  each  other  in  their 
effects.  The  alkaloids  are  found  most  abundantly  in  dicotyledonous 
plants,  but  some  are  obtained  from  the  monocotyledons.  Muscarine, 
ergotoxine  and  other  bases  are  found  in  the  fungi,  and  quite  recently 
alkaloids  have  been  isolated  from  the  suprarenal  capsule  of  animals 
and  from  the  skin  of  the  salamander. 

The  alkaloids  are  very  often  only  slightly  soluble  in  water,  but 
form  salts  which  are  generally  more  soluble.   Many  of  the  bases  are 
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dissolved  by  ether,  chloroform  and  amy!  alcohol,  whik  the  salts  are 
insoluble  in  tliese.  Doth  bases  and  salts  are  generally  fairly  soluble 
in  alcohol.  The  alkaloids  are  precipitated  from  solution  by  a  large 
number  of  reagents,  of  which  the  most  importa.nt  are  the  chlorides  of 
platinum  and  of  gold,  tannic  acid>  phosphotungstic  and  phospho- 
molybdic  acid,  the  double  iodides  of  potassium  and  mercury,  and  of 
potassium  and  cadmium^  and  iodine  held  in  solution  in  water  by 
potassic  iodide-  The  hydrates  and  carbonates  of  the  alkalies  and  the 
alkaline  earths  precipitate  tiie  alkaloids  from  solutions  of  the  salts  in 
water,  a  point  of  some  importance  in  prescribing  these  bodies. 

In  cases  of  poisoning  when  the  alkaloid  has  been  taken  by  the  mouth, 
it  may  be  precipitated  in  the  stomach  i)y  dilute  alkalies  or  better  by 
tannin  solutions.  The  poison  should  then  be  removed  by  inducing 
vomiting  or  by  washing  out  the  stomach  with  the  stomach  tube. 

Another  important  class  of  vegetable  poisons  is  formed  by  the 
GIucoflideB  (glycosides),  or  saccharides,  which  are  esters  (compound 
ethers)  composed  of  sugars  and  liydroxyl  substances,  and  which  liberate 
sugar  when  they  are  heated  with  acids,  or  sometimes  with  alkalies, 
or  when  certain  unorganized  ferments  act  on  them.  The  sugar  formed 
in  this  way  is  often  glucose,  but  not  invariably  so;  the  other  decom- 
position products  have  been  identified  only  in  a  few  instances.  Many 
of  the  glycosides  contain  only  carbon,  hydrogen  and  oxygen,  a  few  have 
nitrogen  in  addition^  and  one  or  two  sulphur.  In  some  instances  the 
remainder,  after  tlie  sugar  is  split  off,  is  an  alkaloid,  g.,  solanidine, 
Glucosides  differ  greatly  in  their  solubility  in  water  and  alcohol;  com- 
paratively few  of  them  are  soluble  in  ether.  Some  of  the  glucosides 
are  powerful  poisons,  others  have  little  or  no  action. 

Besins,  an  ill-defined  group,  are  found  in  many  plants,  and  are  char- 
acterized by  their  smooth,  shining  fracture,  and  by  their  insolubility 
in  water  and  solubility  in  ether,  chloroform,  volatile  oils,  benzol  and, 
in  many  cases,  in  alcohol.  They  seem  to  be  formed  in  plants  by  the 
oxidation  of  volatile  oils,  and  are  often  acid  or  anhydride  in  character, 
while  others  are  apparently  alcohols  or  esters.  The  resins  are  almost 
invariably  composed  of  several  difTerent  substances  mixed  together. 
Many  of  them  are  local  irritants,  and  some  are  poisonous  in  com- 
paratively small  quantity  from  the  powerful  action  they  exert  on  the 
intestine^ 

Oleoresins  are  solutions  of  resins  in  ethereal  oils  (see  page  61), 
which  lend  them  a  characteristic  odor  and  taste. 

The  term  *'Balmm"  is  often  used  as  synonymous  with  oleoresin,  but 
most  writers  restrict  it  to  those  oleorcsins  which  contain  benzoic  and 
cinnamic  acid  along  with  other  constituents.  (See  Bt^nzoic  Acid.) 

Gum-resins  are  mixtures  of  resins  and  gums,  generally  containing 
some  volatile  oils.  They  are  insoluble  in  water,  but  the  resin  is  sus- 
pended in  it  by  the  gum.  On  the  other  hand,  tlie  resin  is  dissolved 
by  alcohol,  while  the  gum  remains  insoluble. 

GuniB  are  amorphous,  transparent  substances^  composed  of  carbo- 
hydrates of  the  formula  (CflHioOt)  □  and  are  thus  nearly  related  to  cellulose 
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and  starch.  Some  of  them  are  soluble  in  water,  while  others  merely 
swelJ  to  a  jelly  in  it;  they  are  insoluble  in  alcohol.  They  generally 
occur  in  plants  in  combination  vdih  calcium,  magnesium  or  potassium; 
they  have  no  poisonous  action,  but  form  a  protective  covering  for 
irritated  surfaces,  and  are  largely  used  to  suspend  in  water  substances 
which  are  insoluble  in  it,  such  as  resins  and  oils. 

VoUtile  oils  occur  in  plants  in  large  numbers*   (See  page  61.) 

Fats,  oils,  sugars,  acids,  starch,  proteins,  coloring  matter,  ferments 
and  other  bodies  which  occur  in  plants,  and  are  contained  in  many  of 
the  preparations  used  in  therapeutics,  are  not  generally  possessed  of 
any  action  of  importance. 

* 

PHARMACOPCmS  AND  PHAEMACOFCEIAL  PBEPARATIONS. 

Almost  all  governments  have  found  it  necessary  to  regulate  the 
preparation  of  drugs  used  in  therapeutics,  and  for  this  purpose  issue 
at  intervals  codes  of  instructions  defining  the  characters  of  the  drugs 
and  giving  the  e^cact  formulee  according  to  which  they  are  to  be  pre- 
pared for  use.  In  the  United  States,  where  the  government  has  not 
undertaken  this  as  yet,  a  code  has  been  prepared  by  a  voluntary  asso- 
ciation of  physicians  and  pharmacists.  These  codes  are  known  as 
Phaimacopaiw,  and  some  differences  exist  between  those  of  difTerent 
states^  although  the  most  important  drugs  are  found  in  all  of  them. 
AIJ  the  drugs  used  in  therapeutioj  are  not  found  in  the  pharmacopoeias, 
for  these  are  issued  only  at  Intervals  of  several  years^  and  in  the  mean- 
time valuable  remedies  may  be  introduced.  The  ofhcial  definition  of 
therapeutic  substances  is  of  advantage  to  both  physician  and  pharma- 
cist^  as  it  assures  the  former  that  the  drug  he  prescribes  will  have  a 
uniform  quality^  wherever  in  the  country  it  is  dispensed,  while  the 
pharmacist  is  saved  from  the  continual  preparation  of  remedies  in 
different  forms,  by  their  being  prescribed  in  one  recognized  strength. 

The  pharmacopceiaa  contain  a  large  number  of  pure  substances  such 
as  salts,  acids,  bases,  alkaloids,  and  these  require  no  further  description. 
On  the  other  hand,  many  of  the  drugs  are  given  in  an  impure  form, 
either  because  the  active  principle  is  unknowii,  or  because  its  isolation 
is  attended  with  difficulty  and  expense.  Thus  many  of  the  vegetable 
remedies  are  presented  in  the  pharmacopceias  as  solutions  or  soHds 
which  contain  not  only  the  active  principle  but  gums,  sugars,  coloring 
matter,  and  many  other  impurities.  These  are  provided  in  different 
forms  to  allow  of  variation  in  their  administration.  In  addition,  the 
pharmacopoeias  contain  a  number  of  official  prescriptions,  that  is, 
mixtures  of  active  substances  in  such  proportions  as  are  ordinarily  pre- 
scribed.  These  are  generally  designated  by  the  addition  of  "compound" 
(coinpositus)  to  the  name  of  the  chief  ingredient.  Most  pharmaco- 
pceias continue  to  use  Latin  in  the  titles  of  the  drugs,  and  this  is  not 
due  to  mere  pedantry  or  conservatism,  as  is  often  stated  >  For  the 
popular  name  of  a  drug  is  often  used  for  several  different  substances, 
while  the  Latin  name  in  a  prescription  indicates  that  drug  w^hich  ia 
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known  by  the  term  in  the  pharmaeopcria.  In  the  same  way  it  is  found 
necessary  to  maintain  Latin  terms  in  botany  and  zooIog\'  in  order  to 
define  accurately  the  species. 

Many  crude  or  unprepared  drugs  are  found  in  the  pharmacopoeias, 
such  as  leaves,  roots»  flowers,  or  even  whole  plants.  These  are  used 
chiefly  For  the  preparation  of  other  more  readily  applicable  remedies, 
but  are  sometimes  prescribed  as  powders  or  in  pills. 

The  following  preparations*  are  official: 

sk.  Aqueous  PreparatioTis. 

Aqua^y  medicated  waters,  geuernlly  contain  only  traces  of  some  volatile 
Bubstance,  mieh  as  an  elher^  oil  or  ctiloroform,  in  solution  in  water^  and 
these  are  u&ed  in  prescriptions  as  more  agreeable  to  the  taste  and  sn^ell  than 
pure  water  but  have  no  further  effect-  In  the  U.  S.  P.  the  solutions  of 
ammonia,  and  hydrogen  peroxide  are  also  included  under  aquie,  but  these 
are  used  only  to  elicit  the  specific  effects  of  these  drugs  and  are  powerful  poisons. 
In  the  B.  P,  these  strong  solutions  are  included  in  the  liquores. 

LiqtMfrei  (U.  8,  P.)  are  solutions  in  water  of  soluble  substances.  Many  of 
these  are  one  per  cent,  in  strength. 

Liquored  (B.  P.)  are  solutions  in  the  widest  sense)  in  water,  alcohol^  or  other 
fluids. 

Decocta,  or  decoctions^  are  impure  solutions  of  vegetable  principles,  which 
are  obtained  by  boiling  parts  of  plants  in  water. 

Irrfusa^  or  infusions,  are  solutions  obtained  by  soaking  parts  of  plants  in 
water,  which  may  be  hot  or  cold,  but  is  not  kept  boiling.  Infusions  and  de- 
coctions are  weak  preparations  and  decompose  rapidly  so  thai  they  are  used 
only  when  recently  prepared. 

Misturce,  or  mixtures,  are  generally  preparations  b  which  subetancea  in- 
soluble in  water  are  guspended  in  it  by  means  of  gunos  or  similar  viscid  sub- 
stances.   But  some  of  them  contain  only  soluble  bodies. 

Emulsa  CU*  P.).  emulsions,  are  formed  by  suspending  oils  In  water  by 
means  of  gums  or  other  viscid  bodies.  The  B.  P.  contains  no  oflicial  emul- 
sions, the  corresponding  preparations  being  known  as  rnistureE. 

Mucilagmes^  mucilages,  are  solutions  in  water  of  gums^  starch,  and  similar 
colloid  bodies. 

Magmas  (U,  S.  P.),  or  milks,  are  suspensions  of  bulky^  white  insoluble  prepara- 
tions m  water. 

Syrupi,  syrups,  are  strong  solutions  of  sugar  in  water,  which  may  be  used 
alone,  or  may  be  impregnated  with  more  active  bodies.  Similar  preparations 
formed  with  honey  instead  of  syrup  (sometimes  known  as  meUita)  are  officiaJ, 
as  Mel  Rosae  (U.  S.  P.),  Mel  Boracis  (B.  P.), 

Loiiones  (B.  P.),  lotions,  or  washes.  This  term  is  used  to  designate  two 
preparations  of  mercur)%  the  black  and  yellow  wash, 

b*  Alcoholic  Preparations. 

Spiritus,  spiritfl^  aro  solutions  of  volatile  Ixidies  in  alcohol,  and  often  owe 
their  chief  action  to  the  solvent  and  not  to  the  drug  contained  in  it. 

Elixiria  (U,  S.  P.),  elixirs,  differ  from  spirits  chiefly  in  containing  sugars, 
which  are  added  in  order  to  improve  their  taste. 

TincturfEt  tinctures,  are  solutions  in  alcohol  of  medicinal  substances,  which 
are  generally  formed  by  soaking  parts  of  plants  in  it.  Tbey  contain  both 
volatile  and  non-volatile  ingredients,  but  the  latter  are  generally  the  more 
important. 

'  The  Btudeot  is  advised  to  omit  the  foUowing  liit  fof  the  present.  And  to  refer  to  it 
only  u  he  Ukes  up  tha  preparations  of  the  individual  druga^  Moit  of  tbeae  preparaliooQ 
are  found  in  both  pharcQftcopo&ifts,  Tbiriw  which  occur  only  in  the  Britiab  are  ioidieated 
B.  P.,  while  tho«e  which  sre  confined  to  the  United  States  &re  marked  U.  S.  P. 
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FSmdextracta  {V.  P.)t  Extracta  Liquida  (B.  F.)^  fluidextracts^  are  pre- 
pared from  p]auts  by  forming  solutio!»3  in  water  or  more  frequently  m  alcohol, 
and  ev3por;iting  them  until  tbe  whitioris  cantain  as  tnany  cubic  eeutuneiere 
as  the  original  crude  drugs  weighed  in  graimues;  that  is,  the  volume  of  the 
fluid  extract  corresponds  to  the  weight  of  the  crude  drug.  When  the  active 
principSe  ia  assayed,  however,  the  liquid  extract  is  diluted  to  contain  a  definite 
amount  of  it,  and  without  reference  to  the  quantity  of  the  crude  drug  used. 

The  tinctures  and  fluid  extracts  are  the  most  commonly  used  Liquid  prepa- 
rations, and  most  of  the  important  drugs  are  prepared  in  one  or. both  of 
theae  forma. 

c.  Other  Fluid  Preparations, 

Glpcerita  (U.  S,  P.)  or  GJycerina  (B.  P.)  are  fiolutions  of  medicinal  substances 
in  glycerin. 

CoUodia^  collodtona,  are  fiolutiooa  of  medicinal  fiubstaiices  in  coUodioD, 
Aceta^  or  medicated  NToegare,  are  aolutiona  of  medicinal  eubstancee  in  vine- 
gar or  acetic  acid. 

Linimenta^  liniments,  embrocations,  are  preparations  in  which  active  rem- 
edies are  dissolved  or  suspended  in  dilute  alcohol,  oils,  or  water.  They  generally 
contain  m  oil  or  soap  and  are  intended  to  be  applied  to  the  skin, 

d.  Solid  OTid  Semi-Solid  Preparaliims^ 

Ezij-fictaf  extracts,  are  formed  from  solutions  such  a3  tinctures,  decoctions, 
or  infusiona  by  evaporation,  which  is  continued  until  there  remains  a  solid 
mass.  The  extracta  thus  contain  all  the  substances  which  are  taken  up  by 
the  soK'ent,  except  those  which  are  driven  off  or  decomposed  at  the  tempera- 
ture at  which  evaporation  is  carried  on. 

PUuUe,  pilU,  are  globular  masses  of  small  sisne,  such  bs  admits  of  their  being 
easily  swallowed.  They  are  formed  from  extracts,  or  from  powders,  by  the 
addition  of  some  substance  to  give  them  the  necessary  cohesion  and  consistency. 
Fills  generally  weigh  0.1-0.3  G,  {2-5  grg  ).  The  U.  S.  P.  determines  the  com- 
poattioa  and  size  of  the  official  pills,  so  that  the  doses  can  be  niodihed  only 
by  ordering  several  pilb  to  be  taken  at  one  time.  The  B.  P*  leaves  the  pills 
unformed,  so  that  they  may  be  prescribed  of  any  siae.  The  Pilulse  of  the  B.  P. 
really  correspond  not  to  the  PiluhE,  but  to  the  Maasse  of  the  U.  S,  P. 

Masaa  (U.  8.  F.),  masses,  are  preparations  made  up  ol  the  proper  coDsist- 
ency  for  pills.  They  are  invariably  prescribed  in  the  form  of  pills. 

Confeeiio7i£s^  confectiona  or  electuarieSj  are  soft,  solid  preparations  conaisU 
tag  of  sugar  or  honey  impregnated  with  some  more  active  body* 

Siippasihriaj  or  suppositories,  are  intended  for  insertion  into  the  rectum, 
urethra,  or  vagina,  and  are,  except  in  one  or  two  cases,  formed  by  mixing  the 
active  ingredient  ^-ith  cacao-butter.  Suppositories  for  the  rectum  are  conical 
in  shape  and  weigh  about  a  gramme  (Idgrs.).  Those  for  the  urethra  {txm^ea) 
are  of  the  same  weight,  but  are  pencil-shaped,  while  the  vaginal  suppositories 
are  globular,  and  weigh  about  3  grammes  (45  grs,). 

PulvereSf  powders,  are  simply  dry  substances  in  a  state  of  fine  division. 
Most  of  the  official  powdei^  are  mixtures  of  several  active  bodies. 

Triturationea  (U,  S,  P.),  triturations,  are  formed  from  powders  by  diluting 
them  with  nine  parts  of  sugar  of  nulk. 

TabeUctj  tablets  (B.  P.)  are  formed  of  chocolate  in  which  an  active  drug  is 
incorporated,  and  weigh  5  grs.  or  less 

Trochiscif  troches,  or  lozenges,  are  solid  masses,  generally  of  a  flattened  shape, 
and  consist  of  powders  or  other  bodies,  incorporated  iu  sugar  and  gum. 

Lamelke  {B*  P.),  or  discs,  are  small  discs  formed  of  gelatin  with  some  gly- 
cerin, each  weighing  s'^-i'c  gr.  They  are  impregnated  with  an  active  drug, 
and  are  apphed  to  the  conjunctiva  in  order  to  elicit  the  local  effects. 

Unffueni^t  ointments,  salves,  are  soft,  oily  substances  which  are  applied 
to  the  skin  by  rubbing.  {See  page  50,) 
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Cerata  (U.  S.  F.),  cerates,  resemble  ointments,  but  are  rendered  harder  by 
the  addition  of  wax.  (See  page  50.) 

Emploatra,  plasters,  are  a&esive  bodies  of  a  still  harder  consistency  than 
cerates,  and  soften  only  when  heated. 

CAorte,  papers,  are  preparations  of  active  substances  which  are  spread  in 
a  thin  layer  upon  paper. 


Unofficial  Preparations. 

Caehdi,  are  thin  discs  of  dough  of  the  shape  of  a  soup-plate  and  varying 
from  }  in.  to  1}  in.  in  diameter.  When  two  of  them  are  placed  together  with 
their  concave  sides  toward  each  other,  they  form  a  receptacle  in  which  powders 
are  dispensed.  The  edges  stick  together  when  they  are  moistened.  A  some- 
what smiilar  method  of  dispensing  is  in  gelatin  cap^uZes,  which  may  be  hard 
or  soft,  and  which  are  made  in  different  sizes.  The  hard  capsule  is  used  for 
solids,  the  soft  for  liquids.  Sometimes  the  latter  contain  as  much  as  16  c.c. 
(}  fl.  oz.),  but  these  are  difficult  to  swallow. 

TabUtUi^  tablet  triturates,  or  compressed  tablets,  are  formed  from  fine  powders 
which  are  moistened  and  rendered  coherent  hy  some  liquid  and  then  compressed 
in  moulds.  They  are  generally  about  5  gra.  in  weight,  and  disintegrate  in  the 
stomach  more  rapidly  than  other  preparations. 

CaUiplasmaJtat  or  poultices,  are  not  official  preparations  now,  but  are  in 
common  use.  They  are  generally  made  of  linseed  meal,  oatmeal,  or  bread 
crumb,  which  is  formed  into  a  paste  with  hot  water,  enclosed  in  thin  cotton 
or  linen  and  applied  to  the  skin.  Mustard  and  other  remedies  may  be  added 
to  the  poultice  m  order  to  induce  special  effects,  and  in  some  cases  a  poultice 
consists  merely  of  drugs  enclosed  in  a  cloth  sack,  as  in  charcoal  or  spice  poultices. 

Enemaia,  clysmata,  or  clysters,  are  liquid  substances  injected  into  the  rec- 
tum for  their  local  or  general  effects.  (See  page  33.) 


BIOLOGICAL  ASSAY. 

The  accurate  use  of  drugs  in  therapeutics  involves  that  the  amount 
of  active  principle  given  in  each  dose  must  be  known,  or  at  any  rate 
must  not  be  subject  to  irregular  variations.  In  most  cases  the  strength 
of  a  preparation  can  be  determined  by  ordinary  chemical  methods, 
and  this  is  required  for  most  of  the  more  powerful  substances  used 
in  therapeutics.  This  cannot  be  done  for  certain  important  drugs, 
however,  because  the  active  constituents  are  insufficiently  known,  or 
when  known  cannot  be  isolated  quantitatively.  This  has  led  to  the 
method  of  biological  assay,  in  which  the  strength  of  a  preparation  is 
estimated  by  its  effects  on  living  animals  or  tissues.  Biological  assay 
was  first  used  industrially  to  determine  the  strength  of  the  antitoxic  sera, 
and  soon  afterward  Houghton  introduced  it  to  regulate  the  strength  of 
the  preparations  of  the  digitalis  series,  from  which  it  has  been  extended 
to  several  other  substances;  it  has  now  received  recognition  in  the 
U.  S.  PharmacopKEia. 

The  principle  underlying  biological  assay  is  that  a  certain  quantity 
of  a  drug  will  always  produce  the  same  degree  of  deflection  from  the 
normal  in  the  same  animal  or  in  animab  of  the  same  species.  This  is 
not  absolutely  true,  for  many  conditions  may  alter  the  extent  to  which 
an  animal  reacts  to  a  drug,  and  every  precaution  must  be  taken  to  keep 
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the  conditions  identical  in  making  these  tests.  For  example,  the  reac- 
tion varies  inversely  with  the  weight  of  the  animab,  and  these  must  be 
taken  as  nearly  as  possible  of  the  same  weight  and  age  or,  if  this  is  not 
possible,  the  dose  must  be  calculated  in  terms  of  the  weight  of  the 
animal.  And  when  great  accuracy  is  required,  the  test  must  be  done 
upon  a  series  of  animals  sufficient  to  eliminate  the  variations  and 
idiosyncrasies  that  cannot  be  controlled.  These  tests  require  special 
training  and  laboratory  lexperience  and  are  very  time-consuming. 
The  method  is  not  likely  to  be  substituted  for  chemical  assay  when 
the  latter  is  available,  and  it  may  be  regarded  in  most  cases  as  merely 
a  stop-gap  which  allows  the  strength  of  drugs  to  be  controlled  before 
the  chemical  methods  have  been  developed.  At  the  same  time,  when 
both  methods  have  been  compared,  it  has  been  found  that  their  results 
are  in  fair  agreement,  and  the  quantity  required  for  the  biological 
assay  is  generally  much  smaller  than  that  necessary  for  a  chemical 
estimation. 

In  biological  assay  the  object  is  to  compare  the  effects  of  a  prepara- 
tion with  those  of  a  standard,  and  wherever  possible  this  standard 
should  be  a  pure  chemical  substance.  For  example,  the  digitalis 
preparations  are  assayed  against  one  of  the  glucosides  of  the  group, 
and  dried  suprarenal  gland  against  pure  adrenaline.  When  the  drug 
contains  an  unknown  active  principle  or  a  number  of  active  constituents 
in  imknown  proportions,  this  is  not  possible  and  the  standard  must 
be  obtained  by  estimating  a  nimiber  of  good  samples  and  taking  an 
average  of  their  activity. 

The  U.  S.  Pharmacopoeia  requires  the  biological  assay  of  Cannabis 
and  its  preparations  and  of  Liquor  Hypophysis,  and  advises  that  of 
Digitalis,  Squills  and  Strophanthus,  Aconite  and  Suprarenal  gland. 
The  methods  are  shortly  given  here,  and  further  details  are  given  in 
the  U.  S.  Pharmacopoeia,  but  these  are  insufficient  without  a  complete 
laboratory  course. 

Cannabis. — Cannabis  is  assayed  by  observing  the  lowest  dose  of  the 
preparation  which  given  to  a  dog  causes  incoordination  and  failure  of 
equihbrium.  The  drug  b  best  given  in  the  form  of  pills  which  may 
be  formed  from  the  residue  left  on  evaporation  <rf  the  fluid  extract  or 
tincture;  but  fluid  preparations  may  be  used,  if  the  alcohol  is  carefully 
evaporated  off  and  replaced  by  water.  The  dog  should  be  accustomed 
to  tJie  laboratory  and  to  the  observer,  and  as  some  animals  are  more 
sensitive  to  the  drug  than  others,  or  at  any  rate  betray  the  faUure 
of  coordination  sooner,  one  shoiild  be  selected  that  is  fairly  susceptible. 
The  pill  or  fluid  is  given  by  the  mouth,  and  the  animal  is  watched  for 
signs  of  lessened  coordination  during  the  next  two  hours.  The  effects 
are  compared  ^-ith  those  of  a  standard  preparation  which  has  been 
carefully  made  and  has  been  tested  on  the  same  animal  previously. 
If  the  effects  from  the  unknown  preparations  are  weaker  than  those  of 
the  standard,  new  experiments  are  made  at  intervals  of  three  days, 
uung  larger  amounts  until  the  relative  acti\ity  of  the  two  preparations  is 
found.   The  quantities  of  the  standard  preparations  which  cause 
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definite  s^1Dptoms  are  for  the  fluid  extract  0.03  mil  for  each  kilogram 
of  body  weight,  for  the  extract  0.004  G.,  and  for  the  tincture  0.3  mil. 

INcitalift,  Stropfaantlaui  and  SqaiDs  are  tested  by  finding  the  minimal 
quantity  required  to  arrest  the  hog's  heart  in  systole  withm  one  hour. 
The  frogs  ^uld  be  healthy  animais,  car^ully  stored  and  weighing 
15-25  G.  The  jmoaration  to  be  tested  should  have  its  alcohol  evapo- 
rated off  if  necessary  and  is  diluted  with  0.7  per  c&xt  saline.  Tlie 
frogs  are  carefully  weighed  and  each  reoaves  an  injection,  the  amounts 
bdng  calculated  in  terms  of  the  weight  so  that  a  series  is  formed  of 
which  the  lowest  dose  may  correspond  to  about  half  the  usual  fatal 
oDe  and  the  highest  to  about  twice  as  mudi.  The  frogs  are  killed 
at  the  end  of  an  hour  and  the  heart  exposed.  Hie  hi^iest  doses  will 
haxe  arrested  the  ventricle  in  complete  systole,  wiule  the  auricles  are 
i&tcnded:  the  lowest  doses  may  not  have  arrested  it  at  all,  while  in 
itxae  cases  midway  it  may  ha\'e  stoi^ped  in  diastole.  The  lowest  dose 
whkh  has  caused  s\^oIic  stand-still  is  taken  as  the  type,  and  a  fresh 
saits  of  frogs  is  injected  with  doses  of  about  this  amount,  some  being 
above  it  and  some  below.  These  will  ^vt  a  dosa*  approximation  to 
the  absolute  minimal  dose  and  fresh  series  are  poisoned  until  the  observer 
a  satisfied  with  the  constancy  of  his  results. 

Frogs  >*ar>'  in  their  susceptibility  to  the  glucosides  according  to  the 
season  of  the  >'ear  and  it  is,  ther^ore,  necessary  to  ccmtrol  the  assay 
by  comparing  the  effects  of  a  standard;  for  tl^  purpose  ouabain  is 
injected  into  a  series  of  frogs  and  the  lowest  doaei  cau^g  systolic 
stand-still  is  ascertained.  In  t>'{Mcal  expmm»its  it  is  found  that 
0.0005  mg.  of  ouabain  per  gram  of  frog  su^ces  to  cause  s^'stole,  and  if 
the  results  of  an  assay  vBTy  much  from  this,  it  indicates  an  abnormal 
condition  of  the  frogs  and  a  proportioiud  correction  has  to  be  introduced 
in  the  assay  of  the  digitalis. 

The  standards  adopted  in  the  l*.  S.  P.  are  as  follows: 

Ouabain  .... 
Dicitalu  tiDctura  .  . 
Strophaathua  tincture 
SquUla  Unotura 

It  may  be  noted  that  the  tincture  of  strophanthus  is  given  a  hun- 
dred times  as  stnmg  as  that  of  digitalis  by  this  method,  while  in 
the  clinic  it  is  rather  the  waker  of  the  two;  the  explanation  is  that 
strophanthus  taken  by  tiie  uumth  undergoes  destruction  in  the  intestine 
to  a  larger  extent  tluiii  iligitalis.  The  assay  method  cannot  be  used  to 
compare  the  strtMigths  of  <iiffonnit  drugs  but  onl\*  to  compare  prepara- 
tions containing  differt*nt  pn>iK>rtious  of  the  same  acti\-e  principles. 

Snprarenal  Gland.— Supnireiial  glaiul  preparations  may  be  assayed 
by  comparing  the  rise  in  bliKnl-piessure  in  anaesthetized  d<^  caused 
by  intravenous  injtvtious  of  the  pre()araUon  and  of  a  station  of 
adrenahne  respectively.  The  crude  glaml  luis  been  so  largely  replaced 
by  adrenahne  ami  its  salts  in  theraiH^utics  that  this  assay  is  of  little 
importance. 


0.0003   mg.  per  G.  of  frog. 
0.006     mil      "  " 
0.00006    "  " 
0.006       -      «  « 
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HjrpQpbysb  Soliition. — Hypophysis  solution  is  assayed  by  observing 
the  contraction  caused  by  it  in  the  uterus  of  the  virgin  guinea-pig.  The 
uterus  is  excised  and  suspended  in  oxygenated  Ringer *s  solution  and 
its  movements  are  registered  by  attadbing  it  to  a  lever  writing  on  a 
rotating  drum.  The  addition  of  pituitary  preparations  causes  a 
marked  contraction  and  this  is  compared  with  one  caused  by  a  definite 
amount  of  ergamine,  the  ergot  alkaloid.  The  hypophysis  solution 
corresponds  in  activity  to  a  solution  of  one  in  a  thousand  ergamine 
hydrochloride;  each  should  cause  the  same  amount  of  contraction  whai 
diluted  by  Ringer's  solution  twenty  thousand  times. 

Ergot — Ergot  preparations  may  also  be  assayed  by  the  amount  of 
contraction  they  cause  in  the  isolated  uterus,  but  this  is  not  recognized 
by  the  Pharmacopceia. 

Aconite. — Aconite  preparations  are  assayed  by  determining  the 
smallest  quantity  necessary  to  kill  guinea-pigs  of  250-350  G.  weight 
within  twelve  hours  when  injected  hypodermically.  Tincture  of 
aconite  should  prove  fatal  in  a  dose  of  0.0004  per  gram  of  guinea-pig. 


PART  I. 

SUBSTANCES  WHICH  ARE  CHARACTERIZED 
CHIEFLY  BY  THEIR  LOCAL  ACTION. 

This  class  contains  a  very  considerable  part  of  the  drugs  included 
in  the  pharmacopoeias,  although  it  bears  a  smaller  proportion  than 
formerly  to  the  other  classes.  There  is  still,  however,  in  it  a  large 
number  of  drugs  which  have  practically  identical  effects,  and  there  is 
no  question  that  it  might  be  considerably  curtailed  without  loss  to 
therapeutic  practice.  Many  of  its  members  are  irritants,  and  these 
have  been  subdivided  for  convenience  into  groups  according  to  the 
organs  on  which  they  exert  their  chief  action  and  the  purposes  for 
which  they  are  used  in  therapeutics,  as  gastric,  intestinal,  cutaneous 
irritants.  Others  act  as  protectives,  covering  injured  surfaces  (demul- 
cents, emollients),  and  still  others  precipitate  the  proteins  on  the 
surfaces  to  which  they  are  applied  (astringents).  Others  seem  to  act 
chiefly  by  affecting  the  taste  and  the  digestion.  Penally  the  drugs  used 
to  destroy  intestinal  parasites,  and  those  that  are  employed  to  act 
on  bacteria  are  discussed. 

I.  DEBSDLCENTS. 

A  large  number  of  colloid  substances — chiefly  gums,  dextrins,  sugars 
and  starches — owe  their  use  in  medicine,  not  to  any  changes  they 
produce  in  the  cells  with  which  they  come  in  contact,  but  to  the  fact 
that  they  are  cohesive  and  serve  to  protect  surfaces  mechanically. 
When  they  are  applied  to  a  sensitive  surface,  they  retard  the  movement 
of  fluid  or  air  against  it  and  thus  preserve  it  from  the  effects  of  these 
agents.  This  may  be  illustrated  by  familiar  examples  in  which  the 
taste  of  food  is  altered  by  their  presence,  although  they  have  often  no 
taste  or  odor  in  themselves.  Sugar  dissolved  in  mucilage  tastes  less 
sweet  than  in  water,  and  acids  are  also  less  appreciated,  as  may  be 
observed  in  many  fruits.  For  example,  the  raspberry  contains  more 
acid  and  less  sugar  than  the  currant,  but  in  the  former  the  acid  taste  is 
concealed  by  the  presence  of  large  quantities  of  colloids,  so  that  the 
raspberry  is  regarded  as  a  sweet  fruit,  the  currant  as  an  acid  one.  Even 
cold  is  felt  less  when  a  colloid  substance  is  present  in  the  fluid  swallowed; 
thus,  ice-cream  or  iced  milk  does  not  feel  so  cold  on  the  tongue  and 
throat  as  frozen  water,  because  the  colloid  protein  substances  form 
a  protecting  layer  over  the  surface,  and  prevent  the  cold  mass  from 
reaching  the  sensory  terminations  so  freely  as  it  otherwise  would.  A 
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number  of  experiments  carried  out  by  Tappeiner*  show  that  other 
organs  may  be  protected  in  the  same  way  by  colloid  solutions.  Strong 
salt  solution  applied  to  a  motor  nerve  first  stimulates  and  then  slowly 
paral>*zes  it,  but.  Tappeiner  found  that  both  of  these  effects  are  much 
less  mariEed  if  the  solution  be  made  up  with  mudlage  instead  of  with 
water,  because  the  salt  does  not  reach  the  nerve  so  readily.  In  the 
same  way,  intense  pain  is  caused  in  a  wound  by  strong  salt  solution, 
but  b  much  less  severe  if  the  solution  contain  colloid  material. 

When  demulcents  reach  the  stomach,  they  act  as  protectives  in  some 
measure  so  that  the  reflexes  from  the  epithelium  are  less  active;  and 
irritants  cause  less  inflammation  if  they  are  suspended  in  demulcents 
than  if  they  are  dissolved  in  water;  at  the  same  time  the  presence 
of  colloid  unabsorbable  bodies  may  increase  the  ^dency  oi  purgatives 
by  preventing  their  absorption  in  the  upper  part  of  the  bowel.  The 
digestion  of  proteins  outside  the  body  is  retarded  by  the  presence 
of  the  demulcents,  and  probably  this  is  also  true  of  the  process  in  the 
stomach.  Colloid  bodies  also  retard  the  absorption  of  fluids  from  the 
stomach  and  bowel,  and  thb  leads  to  a  feeling  of  distention,  which 
b  much  less  ooarked  if  the  same  amount  of  fluid  be  swallowed  without 
colloid;  for  instance,  water  is  absorbed  more  rapidly  than  milk  or  beer. 

The  colloids  are  absorbed  slowly,  and  probid>]y  only  in  a  condition 
of  semi-decomposition.  After  absOTption,  they  are  oxidized  in  the 
tissues  and  therefore  act  as  foods  to  some  extent,  although  their  slow 
absorption  prevents  their  being  of  much  value.  They  have,  of  course, 
no  effect  as  demulcents  after  absorption,  but  the  large  quantity  of  fluid 
with  which  they  are  generally  taken  may  be  of  ben^t  in  some  con- 
ditions. 

Demulcents  are  used  to  cover  inflamed  surfaces;  in  tonsillitb,  for 
example,  they  may  be  applied  as  gargles,  or  better  by  sucking  lozenges 
containing  them.  They  are  not  often  applied  externally  for  thb  pur- 
pose, as  they  are  liable  to  serve  as  medda  for  the  growth  of  micro- 
organisms. In  gastric  and  intestinal  catarrh  their  use  ^  objectionable 
for  the  same  reason,  their  slow  absorption  leading  to  decomposition 
with  the  formation  of  irritants,  whidi  may  do  more  harm  than  b 
counterbalanced  by  their  protective  action.  Instead  of  donulcents, 
some  of  the  oils,  such  as  olive  oil  (p.  52),  have  been  recommended  as 
protectives  in  disease  of  the  stomach  and  intestine. 

In  acute  irritant  poisoning  the  demulcents  are  often  of  great  value, 
as  they  protect  the  stomach  wall  from  the  effects  of  the  pcHson.  The 
best  remedy  in  these  cases,  because  the  most  readily  obtainable^  b 
milk  or  white  of  eggs. 

Their  effects  in  retarding  the  absorption  of  other  remedies  may  be 
taken  advantage  of.  Thus  opium  and  extract  of  nux  v<nBica  are  pre- 
scribed when  the  local  action  on  the  bowel  and  stomach  b  desired,  while 
the  pure  alkaloids,  morphine  and  strychnine  are  adminbtered  for  thdr 
effects  after  absorption. 

I  Tippnn^',  ArvhivM  iotenuit.  d.  Phamwcodya..  toL      p.  67. 
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Demulcents  are  often  given  instead  of  pure  water  in  cases  where  it 
IS  desired  to  administer  large  quantities  of  fluid,  as  they  have  more 
"body"  and  are  more  agi^eeable  to  the  taste.  Thus,  barley  water  or 
some  other  demulcent  may  be  advised  in  order  to  assuage  the  thirst  of 
fever,  or  to  dilute  the  urine  when  it  is  too  concentrated  or  too  acid. 

Demulcents  are  often  used  as  the  basis  of  enemata  which  are 
intended  to  be  absorbed,  because  solutions  containing  colloids  are  less 
irritant  and  therefore  less  liable  to  set  up  peristalsis  than  pure  water. 
For  this  purpose  starch  solution  is  generally  used. 

Bayliss  has  advised  the  addition  of  6  per  cent,  of  gum  acacia  to  the 
saline  solution  used  for  intravenous  injection,  in  order  to  increase  its 
viscosity  to  that  of  the  blood  and  to  delay  its  elimination  through  the 
kidneys. 

Some  of  the  gums,  notably  acacia  and  tragacanth,  are  seldom 
advised  as  demulcents,  but  are  often  prescribed  in  order  to  hold  in 
suspension  in  water  such  insoluble  bodies  as  resins  and  oils,  or  to  give 
cohesion  to  pills  and  lozenges. 

Preparations. 

Acada  (U.  S.  P.),  Acada  Oummi  (6.  P.)  (gum  arable),  a  gummy  exuda- 
tion obtained  from  Acacia  Senegal,  consists  of  the  potassium,  ma^esium  and 
calcium  salts  of  a  weakly  acid  substance,  arabin,  or  arabinic  acid  (CtHuOi). 
It  is  soluble  in  equal  parts  of  water,  and  is  used  as  a  demulcent,  but  more 
largely  as  a  vehicle  for  other  drugs. 

MuciLAGO  AcACiiB  (U.  S.  P.,  B.  P.),  Dose,  15  mils  (4  fl.  drs.). 

Syrupus  Acacuz  (U.  S.  P.). 

Tracawmflia  (U.  S.  P.,  B.  P.),  a  gummy  exudation  from  various  species 
of  Astragalus^  contains  salts  of  arabin  and  tragacanthln.  Tragacanthin  difiters 
from  arabin  m  not  dissolving,  but  merely  swelling  up  into  a  jelly  in  water. 
Tragacanth  is  used  chiefly  to  suspend  heavy  powders  in  water. 

MuciLAGO  TraoacanthjB  (U.  S.  p.,  B.  p.).  Dose,  15  mils  (4  fl.  drs.). 

Glycennum  TragacarUhcs  (B.  P.),  a  solution  of  tragacanth  in  glycerin  and 
water. 

Amjbim  (U.  S.  P.,  B.  P.),  or  starch,  may  be  formed  into  a  jelly  by  boiling 
in  water,  and  may  then  be  used  for  the  same  purpose  as  the  demulcents. 

Glyceritum  Amyli  (U.  S.  P.),  Glycerinum  Amyli  (B.  P.),  is  a  jelly  formed  by 
heating  starch  with  water  and  glycerin. 

Amndala  Dnlds  (U.  S.  P.,  B.  P.),  or  sweet  almonds,  the  seed  of  Prunus 
amygdala  dulcis,  contains  a  fixed  oil  and  emulsin,  a  ferment,  but,  unlike  the 
bitter  almond,  no  amygdalin.  When  triturated  with  water  it  forms  an  emul- 
sion, or  mixture,  which  is  bland  and  demulcent. 

Emtdsum  Amygdala  (U.  S.  P.). 

PtUvis  Amygdms  ComposUus  (B.  P.),  contains  sugar  and  acacia  with  almond. 

Olycjirtda  (U.  S.  P.),  Glycyrrbisas  Radix  (B.  P.).  or  liquorice-root,  the 
root  of  Glyc3rrrhiza  glabra  (var.  glandulifera),  is  used  as  a  demulcent,  and 
more  largely  to  flavor  medicines.  It  has  a  pleasant,  sweet  taste,  owing  to  the 
presence  of  GlyC3rrrhizin  an  acid  glucoside. 

ExTRACTUM  Gltctrrhii^  (U.  S.  P.,  B.  P.). 

Extradum  Glyqfrrkiza  Purum  (U.  S.  P.). 

Fluidextradum  Glycyrrhiz<E  (U.  S.  P.),  Exiractum  GlyqfnhxzfB  Liquidum 
(B.  P.).   Dose,  2  mils  (30  mins.). 

PuLVis  Gltctrrhi&g  Co&fPosiTus  (U.  S.  p.,  B.  p.),  contains  senna  and 
suti^ur.   Dose,  4  G.  (60  grs.). 
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MiflTURA  Glycyrhhii.u  CoMPOstTA  (U.  S,  P.)j  "  Broum  Mixture,''  con- 
tains opium,  aotimony  and  spirits  of  nitrous  ether.   Dose,  lOtniU  (21  fl.  drs.). 

The  extract  is  largely  uaed  m  the  form  of  lozenges  for  lU  demulcent  action, 
and  is  frequently  used  to  make  up  pills.  It  is  alightly  laxative,  and  may 
be  used  as  a  pleasant  aperient  for  children;  the  compound  powder  is  more 
reliable  for  this  purpose  owing  to  its  containing  senna  and  sulphur.  The  brown 
mixture  is  used  in  cough  and  in  catarrh  of  the  air  passages. 

Numberfl  of  other  substances  are  used  as  demulcents  in  domestic  medicine^ 
and  are  found  in  different  pharmacopoeias.  Examples  of  these  are  sasaafraa 
pith  (Sasnafrajt  Medulla)^  slippery  elm  ( f/iwit£s),  marahraallow  root  {AUhata), 
linseed  (Linmn),  barley  (liordeutn),  Balep^  verbaacum  and  quince  sceda.  Iceland 
moas  is  a  lichen  {Cetraria  islandica),  and  contains  starch  bodies  together  wiih 
acids,  which  can  be  renioved  by  soaking  in  dilute  alkaline  solutions  for  some 
time,  Irish  moss  or  Carragheen  [Chcnidmaj^  &  seaweed  gathered  on  the  coa^ 
of  Ireland  »jid  Massachusetts,  contains  a  carbohydrate,  carrageenin.  The 
decoction  forms  a  jelly  wheti  cold,  and  was  formerly  supposed  to  form  a 
valuable  food  in  illness,  but  it  is  of  little  value  for  this  purpose,  for  only  about 
s'o— 1^0  of  the  jelly  is  solid  matter,  the  rest  water.  Couch-grass,  th^  rhizome  of 
Agropyrum  repens  {Tniimm)  is  used  in  the  form  of  a  decoction  as  a  beverage 
in  fever,  and  to  dilute  the  urine.  It  has  a  certain  popular  reputation  as  a 
diuretic  in  suppression  of  the  urine,  calculus,  etc.,  but  this  is  entirely  unmerited, 
for  it  increases  the  urine  simply  by  the  water  given  with  it. 


n.  EMOLLIENTS. 

Emollients  are  bland,  oily  substances  which  are  applied  to  the  skin 
to  protect  it  from  irritation,  and  to  render  it  softer  and  more  elastic; 
they  thus  bear  the  same  relation  to  the  skin  as  the  demulcents  to  the 
mucous  membranes.  Their  effect  in  rendering  the  skin  softer  and 
more  pliable  may  be  due  in  part  to  their  penetration  into  the  surface 
layers,  but  may  abo  be  explained  by  the  slight  congestion  induced  by 
the  rubbing  and  mas3age  used  in  their  appUcatioD. 

The  older  emollients  were  chiefly  animal  and  vegetable  fats  and 
oils,  but  several  newer  drugs  of  this  class  are  derived  from  petroleum. 
The  effects  of  these  drugs  when  applied  to  the  skin  are  purely  locaL 
No  doubt  some  small  percentage  is  absorbed  into  the  tissues,  but  this 
has  no  known  effect  in  man,  and  although  the  fats  and  oils  are  valuable 
foods  when  taken  internally,  this  plays  no  part  in  their  effects  when 
applied  to  the  skin. 

The  emollient  preparations  promote  tlie  absorption  by  tlie  skin  of 
drugs  dissolved  in  them,  because  they  mix  readily  with  the  thin  layer 
of  oily  sebaceous  matter  which  covers  it.  The  active  substances  dis- 
solved in  them  therefore  come  into  intimate  contact  with  the  absorbing 
cells  lining  the  ducts  of  the  glands,  while  watery  solutions  are  separated 
from  the  living  cells  by  a  layer  of  sebum,  If  this  layer  be  dissolved 
off  by  alcohol,  watery  solutions  are  also  absorbed  rapidly,  and  alcoholic 
solutions  are  absorbed  as  quickly  as  oily  solutions,  because  the  alcohol 
is  miscible  with  tlie  sebum.  The  absorption  by  the  skin  varies  con- 
siderably according  to  the  emollient  used,  and  it  is  found  that  some  drugs 
are  taken  up  more  easily  from  one  ointment,  others  from  another;  the 
dilTerence  doubtless  arises  from  the  relative  solubility  in  the  emollient 
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and  in  the  absorbing  cells,  but  is  still  to  be  investigated.  Aqueous 
solutions  come  into  more  intimate  contact  with  the  cells  of  the  mucous 
membranes  and  with  the  subcutaneous  tissues,  and  are  therefore  more 
readily  absorbed  by  these  than  oily  solutions.  To  ensure  rapid  absorp- 
tion, a  drug  should  be  dissolved  in  some  emollient  if  it  is  to  be  absorbed 
by  the  skin,  in  water  when  it  is  to  be  administered  internally  or  hypo- 
dennically.  Solutions  in-  oil  of  such  antiseptics  as  carbolic  acid  are 
much  less  powerful  than  those  in  water,  because  carbolic  acid  being 
more  soluble  in  oil  fails  to  diffuse  into  the  watery  protoplasm  of  the 
microbe,  for  which  it  has  less  affinity.  But  antiseptics  which  are 
more  soluble  in  water  than  in  oib  are  said  to  be  equally  active  in 
both  solvents. 

The  emollients  are  applied  as  protectives  in  abrasions,  cuts,  bruises, 
chapped  hands,  burns;  l^ey  are  less  often  used  alone  in  extensive  skin 
diseases,  but  are  usually  prescribed  in  these  as  the  basis  of, ointments 
in  which  other  remedies  are  incorporated.  There  is  no  question  that 
the  protection  afforded  to  the  part  and  the  exclusion  of  the  air  by 
the  oily  emollient  plays  an  important  part  in  the  action  of  these  reme- 
dies, and  it  seems  probable  that  in  many  cases  equally  good  results 
would  follow  the  application  of  the  emollient  without  any  active 
ingredient. 

The  emollient  ointments  are  also  applied  to  wounds  and  mucous 
membranes  as  protectives  and  also  as  vehicles  for  other  remedies. 
Here  they  have  a  more  lasting  effect  than  watery  applications,  which 
are  more  readily  absorbed.  Emollients  are  seldom  applied  to  the 
mouth  because  of  their  unpleasant  oily  taste,  but  the  eye,  nose, 
urethra,  vagina  and  rectum  are  often  treated  with  them. 

Preparations. 

Adeps  (U.  S.  P.,  B.  P.),  lard;  the  prepared  internal  fat  of  the  abdomen 
of  the  pig,  purified  by  washing  in  water,  melting  and  straining. 

Adeps  Benzoinatus  (U.  S.  P.),  Adepa  Bemoatus  (B.  P.),  benzoinated  lard, 
is  prepared  from  lard  by  the  addition  of  benzoin,  which  is  slightly  antiseptic 
and  preserves  it  from  becoming  rancid. 

Unguentum  (U.  S.  p.),  ointment,  is  a  mixture  of  lard  and  white  wax,  and 
is  the  basis  of  many  other  ointments. 

Unguentum  Diachylon  (U.  S.  P.)  is  formed  from  lead  plaster  and  petrolate 
perfumed  with  oil  of  lavender.  The  lead  is  inert,  the  action  being  identical 
with  that  of  ordinary  ointment. 

Lard  contains  the  ordinary  constituents  of  animal  fats,  stearin,  palmitin, 
and  olein  and  is  seldom  lised  alone,  but  forms  the  basis  of  numerous  omtments. 

Adeps  LuuB  Hydrosns  (U.  S.  P.,  B.  P.),  hydrous  wool-fat,  lanolin,  the  puri- 
fied fat  of  sheep-wool,  mixed  with  not  more  than  30  per  cent,  of  water. 

Adeps  Lance  (U.  S.  P.,  B.  P.),  wool-fat  without  water. 

Unguentum  Lams  Compositum  (B.  P.),  containing  lard,  wool-fat  and  paraffins. 

Wool-fat  has  been  used  extensively  in  medicine  only  in  the  last  few  years. 
It  consists  of  cholesterin  esters  with  some  impurities,  does  not  become  rancid, 
and  differs  from  the  older  fats  also  in  being  miscihle  in  twice  its  weight  of  water 
without  lostne  its  ointment  consistency.  Uinolin  is  vcr>'  often  used  as  an 
emollient  appUcation,  as  well  as  to  form  a  basis  for  more  active  drugs.  The 
unhydrated  wool  fat  is  too  sticky  to  be  satisfactory.   The  hydrated  form 
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is  generally  too  hard  to  be  used  as  an  ointment  and  U  tberelore  diluted  with  soft 
paraffin  (3  p^Tts)  or  alive  oU  [equal  parts). 

Petrolatea  or  Parai&is.  When  the  more  volatile  conatituenta  of  petroleum 
are  distilled  ofF^  there  reinaiEia  a  number  of  liiglier  hydrocarbona,  chiefiy  of 
the  ranrah  gas  series,  which  are  used  in  medicine  as  emolUents*  The  lower 
of  these  hydrocarbona  are  fluid  at  ordinary  temperatures  and  are  known  as 

Petrolatum  Liquidum  (U.  S.  P.),  Parafinum  Liquidum  (B.  P.),  a  colorleaa, 
oily  transparent  liquid  without  odor  or  taste^  When  these  are  removed  there 
remains 

PETROLATir>{  (U.  S.  P.)  and  Petrolatum  albub  (U,  S.  P0»  Paraffinum 
MoLLE  (B.  P.),  soft  petrolate,  vaselin^  which  has  the  consistency  of  an  oint- 
ment, is  yellow  or  wliite  in  color^  and  is  liquefied  a  few  degrees  above  the  tem- 
perature of  the  blood.  When  the  dietillation  is  carried  further,  the  residue 
is  solid  at  ordinary  temperatures,  and  i^  known  as 

Para^num  (U*  S,  P0»  Paraffinum  Durum  (B.  P.),  or  hard  paraffin,  which 
melta  at  a  aomewliat  higher  temperature  than  vaselin. 

Soft  petrolate  ia  more  extensively  used  than  the  others  as  an  emollient  and 
aa  a  basis  for  ointments,  and  has  the  advantage  over  the  older  lard  that  it 
does  not  become  rancid ;  as  a  general  rule  it  is  too  soft  but  may  be  made  of  the 
proper  consistency  by  the  addition  of  vvuyl-fat  or  of  starch  or  ainc  oxide  (equal 
parts);  or  the  Unguentum  Para^ni  (B.  P.),  containing  iiard  and  soft  paraffin 
and  beeswax,  may  be  employed.  Liquid  petrolate  has  been  used  to  dissolve 
irritant  ^i^bstances  for  £ubcutaneoui$  itijection^  aa  less  pahi  is  caused  tlian  when 
water  is  used, 

Several  Oils  are  also  used  as  emollients. 

Oleum  OlnffB  (U.  S.  P.^  B.  P.),  olive  oil,  a  fixed  oil  obtained  from  the  ripe  fruit 
of  the  olive,  Olea  europiea. 

Oleum  Amygdala:  Expresmm  (U.  S.  P-)t  Oleum  AmygdiiJ^E  (11.  P.),  a  fixed 
oil  expressed  from  bitter  or  sweet  almonds.  It  is  to  be  distinguished  from  the 
volatile  oil  obtained  from  the  bitter  almonds.  The  fixed  oil  contains  no  prussic 
acid. 

Unguentum  Aquji!  Roa^  {U.  S.  P.,  B.  P.),  cold  cream,  is  formed  of  white 
wax,  oil  of  almonds,  and  some  borax,  scented  with  rose  water. 
Oleum  GossypU  Semima  (U,  S»  P,)f  Cotton-seed  oil. 

These  all  resemble  each  other  in  their  composition,  and  may  be  used  as 
emollietita.  Olive  oil  ia  generally  preferred  to  the  others,  but  is  more  expen- 
sive, und  it  ia  probable  that  much  of  the  so-called  oUve  oil  is  really  puri- 
fied cotton-seed  oiL  Olive  oil  has  been  advised  as  a  cholflgoffne^  but  hiis  been 
shown  by  more  exact  methods  of  research  to  have  no  effect  whatever  on  the 
secretion  of  the  bile.  It  sometimes  g^ves  relief  in  biliary  coHc  and  dysentery 
and  in  some  gastric  disorders  accompanied  by  pyloric  spasm,  probably  from 
its  acting  as  a  protective  to  the  mucous  membrane  of  the  stomach  and  duo- 
denum and  lessening  the  acid  gastric  secretion,  A  wineglassful  is  given  two  or 
three  times  a  day  before  meals;  in  these  large  doses  it  possesses  a  high  food  value. 

Wax  {Cera)f  spermaceti  {Cetac^um)  and  suet  iStTum)  arc  of  harder  consis- 
tency than  lard,  and  are  added  to  the  other  emollients  to  make  them  firmer, 
which  is  especially  desirable  in,  hot  climates  and  in  siimmer, 

Glycerinum  (U.  S.  p.,  B.  P.)i  glycerin,  a  liquid  obtained  by  the  decom- 
position of  animal  or  vegetable  fats  or  fixed  oils,  and  containing  not  leas  than 
95  i^er  cent,  of  absolute  glycerin,  CiHi(0H3i;  clear,  colorless,  of  a  s3T^upy 
consistence,  oily  to  the  touch,  with  a  sweet  taste  and  no  odor,  soluble  iu  water 
and  alcohol. 

Glycerin  is  used  as  a  solvent  for  a  number  of  other  drugs,  the  preparations 
being  known  as  glycerites  (U.  S.  P,),  ghjceriTies  {B.  P.). 

Glycerin  ia  somewhat  irritant  to  the  unbroken  skin,  when  it  is  applied  in 
the  pure  form,  and  even  diluted  glycerin  causes  pain  and  smarting  when  it  is 
apphed  to  unprotected  surfaces  such  as  cuts  or  burnSj  but  the  pam  soon  dis- 
appears, ami  gl3*ccrin  then  acts  as  a  protective.  The  irritation  is  due  to  the 
glycerin  abstracting  the  fluids  of  the  tissues  owing  to  its  avidity  for  water. 
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Glycerin  and  iU  preparations  are  used  very  extensively  as  applications  to  slight 
wounds,  in  irritation  of  the  skin  and  lips  from  exposure  to  cold,  and  in  similar 
conditions.  They  are  often  applied  to  hard,  dry  crusts  on  the  skin  in-  order 
to  soften  them  and  permit  of  their  removal. 

Along  with  the  emollients,  or  oily  protectives,  may  be  mentioned 
another  class  of  mechanical  agents,  the  Dusting  Powders.  Any  dry, 
insoluble,  fine  powder  applied  to  irritated  surfaces  of  the  skin,  or 
slight  abrasions,  will  protect  these  from  the  air,  and  from  contact  with 
the  clothes  and  other  sources  of  pressure.  These  powders,  at  the 
same  time,  soak  up  any  secretions,  and  render  the  injured  spot  less 
liable  to  bacterial  infection,  as  they  form  a  more  or  less  impermeable 
crust.  Powders  used  for  this  purpose  should  not  be  absorbed,  or,  if 
absorbable,  should  not  induce  any  toxic  effects.  Those  most  commonly 
employed  are  the  phosphate  and  carbonate  of  lime,  talc  (Talcum 
Purificaium,  U.  S.  P.)  (magnesium  silicate),  Fullers'  earth  and  Molin 
(aluminum  silicates),  starch,  and  Lycopodium  (U.  S.  P.),  which  consists 
of  the  spores  of  Lycopodium  clavatum  (club  moss). 

A  large  number  of  powders  are  used  as  siu-gical  dressings,  most  of  ' 
them  being  credited  with  more  or  less  antiseptic  power.  In  many 
instances,  however,  their  antiseptic  action  is  so  slight  that  it  would 
appear  that  most  of  their  virtues  are  due  to  their  mechanical  prop- 
erties, and  not  to  their  bactericidal  action.  Thus  it  has  been  shown' 
that  kaolin  repeatedly  applied  to  the  mucous  membranes  of  the  nose 
and  throat  removes  bacteria  completely  in  the  course  of  a  few  days; 
this  effect  is  believed  to  be  due  to  the  great  adsorptive  power  of  kaolin 
and  is  probably  elicited  by  other  fine  powders. 

m.  SUGARS  AND  FLATOBINO  SUBSTANCES. 

Sugars  are  used  in  medicine  chiefly  to  disguise  preparations  of 
unpleasant  taste,  and  in  the  small  quantities  usually  employed  have 
little  further  effect.  In  large  quantities  sugars,  like  other  diffusible 
bodies,  act  as  irritants  to  the  stomach  and  bowel,  and  comparatively 
small  quantities  of  some  sugar  substances  possess  an  aperient  action ; 
this  seems  to  be  due  to  their  colloid  form,  as  pure  sugar  has  no  such 
effect,  and  it  is  possible  that  they  merely  delay  the  absorption  of  fluid, 
and  thus  cause  softer  evacuations  than  would  otherwise  occur. 

Preparations. 

Saccharom  (U.  S.  P.),  Sacchanim  Porificatom  (B.  P.),  sugar. 

Strupus  (U.  S.  P.,  B.  P.),  a  concentrated  solution  of  sugar.  Syrup  is  the 
basis  of  a  large  number  of  medicated  8>Tups  of  the  pharmacopoeias.  Sugar 
and  sjrrup  are  used  exclusively  to  sweeten  mixtures  and  to  aid  in  the  suspen- 
sion of  insoluble  bodies.  In  place  of  ordinary  syrup  many  of  the  flavored 
preparations  may  be  used,  such  as  the  syrups  of  citric  acid,  acacia,  almonds, 
or  of  the  volatile  oil  group. 

■  Hektoen  and  Rappoport,  Jour.  Am.  Med.  Assn.,  1915,  i,  p.  1985. 
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Sacchamm  Lactis  (U.  S.  P.,  B.  P.),  sugar  of  milk,  lactose,  is  not  so  sweet 
as  ordinary  sugar,  and  is  much  less  liable  to  deliquesce,  so  that  it  is  used  largely 
to  give  bulk  to  powders.  It  has  been  said  to  have  diuretic  properties  when 
given  with  large  quantities  of  water,  and  to  -cause  purgation  when  given  in 
a  more  concentrated  solution.  Asses'  milk  contains  more  lactose  than  cows' 
milk,  and  has  been  recommended  for  its  slight  aperient  action  in  chronic  con- 
stipation. 

Maltom  (U.  S.  P.)i  malt,  barley  grain  partially  germinated  and  then  dried. 
Extractum  Malli  (U.  S.  P.)  15  G.  (4  drs.). 

Mel,  honey,  and  Md  DepurtUum  (U.  S.  P.,  B.  P.),  or  clarified  honey,  are 
used  to  give  taste  to  mixtures,  and  have  a  very  slight  aperient  action,  so  that 
they  may  be  advised  as  articles  of  diet  in  habitual  constipation.  Some  medi- 
cated honeys  are  used,  of  which  Md  Rom  is  included  in  the  U.  S.  P.,  Mel  Bor- 
aeis  in  the  B.  P. 

Ohioosum  (U.  S.  P.),  a  syrupy  product  obtdned  by  the  incomplete  hydrol- 
ysis of  starch  and  consisting  chiefly  of  dextrose  and  dextrins. 

Syrupus  Glttcosi  (B.  P.),  a  mixture  of  liquid  glucose  and  syrup. 

A  number  of  saccharine  preparations  with  a  slight  aperient  effect  are  in- 
gredients of  the  preparations  of  the  more  powerful  purgatives.  Thus  manna 
{Manna  U.  S.  P.)  obtained  from  the  flowering  ash,  is  contained  in  the  Infusum 
Scnnic  Co.  U.  S.  P.,  and  purging  Cassia  {CassuB  Pu2pa,  B.  P.),  tamarinds  (Tanv- 
arind^is,  H.  P.),  figs  and  prunes  form  constituents  of  the  confection  of  Senna 
and  other  preparations.  They  are  not  prescribed  alone,  but  the  fruits  may  be 
ndviHcd  ns  articles  of  diet  where  a  mild  laxative  is  required.  The  tamarind 
|)uin  itmy  owe  its  aperient  action  in  part  to  the  presence  of  tartrates,  citrates, 
nmlatcs,  and  other  cathartic  salts.   (See  Saline  Cathartics.) 


Frequently  other  flavors  are  preferred  to  sugar,  which  is  especially 
disliked  in  fever  cases,  as  sweet  fluids  do  not  quench  the  thirst  so 
(^IFectually  as  acids  and  bitters.  Many  of  the  preparations  of  the 
volatile  oils  and  some  of  the  demulcents  are  used  almost  exclusively 
as  flavoring  agents,  and  in  some  both  sugar  and  volatile  oil  are  com- 
bined, as  in  the  syrups. 

Instead  of  sugar  some  artificial  compounds  have  been  introduced  of 
late  years.    Qlusidum  (B.P.),  Benzoaulphinidum  (U.S.P.),  or  Saccharin, 

CJIa^^^^NH,   and  its  sodium  salt   {Sodii  Benzosulphinidum, 

U.  S.  P.),  CeHi^^^^^NNa,  or  soluble  saccharin  are  the  best  known 

of  these.  Saccharin  is  a  light,  white,  crystalline  powder,  soluble  in 
4(X)  parts  of  water  and  in  25  parts  of  alcohol.  It  is  about  500  times 
as  sweet  as  sugar,  and  gives  a  distinct  flavor  to  70,000  times  its  weight 
of  water.  It  does  not  taste  exactly  like  sugar,  however,  there  being  a 
distinct  flavor  besides  that  of  sweetness,  and  patients  generally  object 
to  it  after  a  short  time.  It  has  been  used  as  a  substitute  for  sugar  in 
diabetes,  a  disease  in  which  sugar  is  to  be  avoided  as  far  as  possible. 
Some  writers  state  that  in  the  presence  of  saccharin  the  digestive  fer- 
ments act  more  slowly  than  usual,  but  the  retardation  is  only  trifling 
and  does  not  preclude  the  use  of  saccharin  in  the  small  quantities 
necessary  to  sweeten  the  food.  Even  very  large  doses  of  saccharin 
may  be  injected  intravenously  in  animals  without  other  effect  than 
lome  depression  and  stupor. 
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Some  pharouicopceial  preparations  are  dedigned  to  give  color  to  solutiona, 
but  are  seldom  or  never  prescribe<l,  ji.lthough  they  are  sometimes  added  by 
the  phftnoAcjst. 

Among  theae  are  cocliinea]  {Coccus,  S.  P.,  B.  P.,  Tinctura  Coed,  B.  P,) 
and  saffron. 

IT.     SIMPLE  BITTERS, 

This  group  includes  a  number  of  substances  which  have  little  in 
coTDmon  except  their  bitter  taste  and  their  comparative  inactivity  in 
the  body.  Several  alkaloids  may  be  placed  in  it^  Berberijief  BuJcinCf 
Mmis'permine  and  Canadim^  for,  although  these  are  poisonous  in  very 
la^e  quantities,  they  are  harmless  in  those  in  which  they  are  con- 
tained in  the  preparations  used  in  therapeutics.  In  addition  to  these 
there  may  be  placed  in  it  numerous  neutral  bodies,  possessing  an 
intensely  bitter  taste,  but  ftith  little  or  no  further  action,  such  as  the 
Quassiins,  Columbtn,  and  a  few  weak  acids  and  glucosides. 

Fharmacological  Action. — These  substances,  or  rather  the  preparations 
containing  them,  are  largely  used  in  tlierapeutics  in  order  to  increase 
the  appetite,  and  tJieir  administration  is  often  followed  by  a  distinct 
improvement  in  the  digestion  and  an  increase  in  weight. 

Alimentary  Tract —These  effects  are  explained  by  the  action  of  bitter 
substances  in  increasing  the  secretion  of  gastric  juice,  which  has  been 
shown  to  occur  in  man  and  animals  by  a  number  of  experiments. 
This  is  not,  however,  through  the  bitters  acting  on  the  gastric  mucous 
membrane  directly,  for  when  they  are  applied  through  a  gastric 
fistula,  they  have  no  specific  action  on  the  secretion.  Pawlow  has 
shown  that  the  chief  factor  that  determines  the  activity  of  the  gastric 
secretion  is  the  odor  and  taste  of  food;  thus  in  dogs  witli  oesophageal 
fistulee,  in  which  the  food  swallowed  does  not  pass  into  the  stomach 
but  escapes  through  a  wound  in  the  oDsophaguSj  the  taste  and  odor 
of  food  cause  a  profuse  secretion  of  gastric  juice  (psychical  secretion). 
Bitters  given  shortly  before  a  meal  s<)metimes  augment  this  reflex  in 
normal  animals  hut  this  is  more  distiuct  and  occurs  more  often  when 
cachexia  is  present  (Moorhead);  this  is  due  to  action  in  the  mouth 
only,  for  it  is  seen  v^heu  the  bitter  is  not  swallowed,  and  is  absent 
when  it  is  passed  into  the  stomach  through  a  fistula.  This  change  in 
the  secretion  is  accompanied  by  improved  appetite  in  cachexia,  while 
the  hunger  contractions  of  the  stomach  are  arrested  by  bitter  tastes; 
introduce*!  directly  into  the  stomach,  the  bitters  have  little  or  no 
effect  in  therapeutic  doses.  The  action  of  the  bitters  is  therefore  to 
increase  the  psychical  secretion  of  gastric  juice,  possibly  because  of 
the  contrast  offered  by  the  bitter  and  the  pleasant  tastes.  The  infer- 
ence may  be  drawn  that  the  therapeutic  elTects  are  best  elicite<l  when 
the  bitters  are  given  shortly  before  a  meal,  and  this  accords  with  uni- 
versal experience.  And  the  use  of  the  bitters  is  attended  with  benefit 
only  in  cases  in  which  the  gastric  juice  is  deficient,  The  increase  of 
the  gastric  juice  is  followed  as  usual  by  a  more  active  secretion  by 
the  pancreas.  In  addition,  it  is  to  be  remembered  that  the  improve- 
ment is  largitly  subjective,  ami  that  the  bitters  are  capable  of  produce 
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ing  a  considerable  impression  upon  patients^  so  that  the  effects  may 
be  due  in  part  to  suggestion  and  not  to  any  real  action  of  the  diug. 

In  compiLriean  with  their  effects  on  secretion,  the  other  changes  induced 
in  the  alimentary  tract  by  the  bitters  are  iassgnificttnt.  They  have  little  or 
no  effect  on  the  activity  of  the  fernients  it\  themselves,  but  the  tannin  and 
colloids  of  the  usual  preparations  may  retard  their  action.  And  they  do  not 
affect  the  growth  of  bacteria  or  yeasts.  Absorption  from  the  alimentary  tract 
and  the  movements  of  the  stomach  and  bowel  are  not  altered  by  their  presence. 
The  aalivary  secretion  is  generally  augmeiited  by  bitter  tastes,  and  some  increase 
in  the  leucocytes  and  red  cells  of  the  blood  ia  said  to  occur  after  their  uee. 

In  very  large  quantitiea  some  of  the  bitters  produce  effects  that  are  obviously 
due  to  their  absorption^  but  these  play  no  part  in  their  therapeutic  effects  and 
have  seldom  or  never  been  elicited  in  man, 
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Preparations. 

Oentiaoa  (U.  P.),  GentianaB  Radix  (B.  P.),  gentian,  the  root  of  Genti- 
ana  lutea,  eon  tains  a  glacosidej  gentiopicrin,  and  a  trace  of  tannic  acid.  1  G. 
(15  grsO. 

ExTRACTUM  Gentians  (U.  S.  R,  B.  P.).  0,25  G.  (4  gra.)*   B.  P.,  2-S  grs. 

Fluidexirtietum  GenlianfjE  (U.  S.  P,}.    1.0  mil  (15  mins,)- 

TiMCTUHA  Gentian.®  Composita  (U.  S.  P,^  B.  P.),  containing  gentian,  bitter 
orange  peel,  and  cardamom,  4  mils  (1  fi.  dr.)  (§-1  fl.  dr,  B.  P.). 

Injusum  GeniioTKB  Compositum  (B,  PJ,  containing  gentian,  bitter  orange 
peel,  and  fresh  lemon  peel,  j-1  fl,  ok. 

Quassia  (U.  S.  P.),  Qu&ssue  Lignum  (B.  P.),  the  wood  of  Picrasma  excelsa 
or  of  Quassia  amara,  contains  several  neutral  bitter  substanees,  resembling  each 
other  closely  chemically  and  knot^-n  as  quaasiins, 

TiNCTURA  QuABSLG  (U.  S.  P,,  B.  P,) .  2  Huls  (30  minB.)  (B.  P.,  J-l  fl.  dr.) 

Ikfdsum  Quassle  (B.  P.),  i-l  fl.  oz, 

Galumba  (U,  S,  R),  Calumb®  Radix  (B.  P.),  columbo,  the  root  of  Jateor- 
rhiza  palniata,  or  Columba,  contains  colunibin,  a  neutral  body,  columbic  acid, 
and  three  alkaloidsj  columbamine,  jateorrhizine,  and  palmitine  closely  resemb- 
ling berberine, 

TiNCTURA  Calumb.^  (U.  S.  P.,  B.  P.),  4  mils  {1  dr.).  Ci-1  fl.  dr.  B.  P.). 
Injusum  ColumhiL  (B.  P.),  ^-1  fl,  oa. 

Many  other  remedies  have  bensn  used  in  medicine,  which  owe  their  reputa- 
tions to  their  bitterness  ouly.  As  a  general  rule  they  have  been  introduced  as 
posaeasitig  specific  properties  in  some  auch  disease  aa  gastric  cancer.  But  have 
failed  to  maintain  their  promise  and  gradually  are  recognized  to  be  in  no  way 
superior  to  Rcnttan  and  other  established  bitters.  Their  use  as  bitters  often  forms 
a  prelude  to  their  complete  abandtmment.  Among  these  unnecessary  bitter 
dru^  may  be  mentioned  TarazQcuniy  the  root  of  the  dandelion ;  Chirata^  the  plant 
Swertia  chirata,  coiitaining  a  glycoside  and  ophelic  acid;  BerheriSf  the  rhizome 
and  roots  of  the  barberry,  containing  the  alkaloid  berberine;  PaTeira,  the  root 
of  Chondrodendron  tomentoaum,  containing  two  alkaloidSj  bebeerine  and 
chondrodine;  Ser^pentaria^  anakeroot,  the  rhizome  and  roots  of  two  apecies  of 
Aristulochia,  containing  an  unknown  bitter  principle  and  an  alkaloid^  aristolo 
chine,  and  Humulus,  hops  with  its  preparation  Lupulin,  a  glandular  powder 
which  contains  a  bitter  neutral  principle,  an  acid  and  resins.  These  still  receive 
recognition  in  the  pharmacopcBtas,  if  not  in  practical  therapeutics.  OtherSi 
which  have  reached  a  further  stage  on  the  path  to  oblivion,  but  which  are 
still  heard  of  occasionally  are  Cwparia  (Angostura  bark),  Nectandrm  Cortex 
(Bebecru  bark)  ,  Conduraiigo  (Maradenia  Condurango)  and  Coto. 

Instead  of  the  simple  bitters,  cinchona  and  nux  vomica  preparations 
are  often  used  in  small  quantities-    Many  of  the  preparations  which 
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will  be  enumerated  under  the  volatile  oil  series  owe  much  of  their 
effect  to  the  bitter  which  accompanies  the  volatile  oil,  and  in  numerous 
other  pharniacopceial  preparations  bitters  are  present,  although  their 
effect  is  hidden  by  the  action  of  tlie  drug  in  other  directions. 

Therapeutic  TTsefl^ — The  bitters  are  used  chieHy  to  increase  the  appe- 
tite and  the  digestion.  In  convalescents,  in  persons  of  sedentary 
habits,  and  occasionally  in  chronic  dyspeptic  conditions  they  are  of 
value,  while  in  cases  of  more  acute  gastric  irritability  and  in  hyper- 
acidity they  may  do  harm  rather  than  good.  Gentian,  Quassia, 
Calumba  and  Chirata  are  the  only  simple  bitters  that  are  largely 
used,  and  the  first  is  much  the  most  important.  They  are  generally 
prescribed  as  tinctures,  fluid  extracts  or  other  fluid  preparations* 
The  last  three  may  be  prescribed  with  iron  preparations,  as  they  contain 
little  or  no  tannic  acid  and  tlius  cause  no  precipitate.  Pills  are  some- 
times prescribed  with  extract  of  gentian  or  quassia,  but  it  seems  open 
to  question  whether  these  ingredients  have  really  any  effect  when 
given  in  this  form,  as  the  bitter  taste,  on  which  their  action  depends, 
is  largely  concealed.  Compound  tincture  of  gentian  is  sometimes  used 
to  give  Savor  rather  than  for  any  effect  on  the  digestion.  Quassia  in- 
fusion (10  per  centr)  Is  injected  as  an  enema  in  the  round  worms  of 
children. 

Several  of  the  drugs  mentiooed,  such  a&  taraxacum  and  gentloo,  have  been 
supposed  to  have  a  apeci^c  action  on  the  hver,  but  there  are  no  sufficient 
grounds  for  this  belief.  Tbe  supposed  virtues  of  pareira  as  a  diuretic  and 
of  berberine,  buxme,  and  other  alkaloids  ob  fiubstitutea  for  quinine  in  ma- 
larift  have  also  proved  to  have  no  foundation,  and  the  popular  reputation  of 
hope  a  narcotic  probably  arises  from  its  aasociation  with  alcohol  in  beer. 
Cotoin  and  Goto  bark  are  aaid  to  have  some  special  effect  in  leaaening  dlar- 
rhc&a,  in  addition  to  their  action  aa  bitters. 
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Pepper  Graup. 

The  pepper  group  comprises  a  few  drugs  which  are  used  for  their 
effect  on  digestion  but  which  have  a  much  more  pungent  taste  than 
the  bittersj  and  cause  marked  irritation  when  they  are  applied  in  large 
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doses.  They  thus  stand  midway  between  the  simple  bitters  and 
the  carminative  volatile  oils,  and  are  sometimes  known  as  aromatic 
stomachics. 

Black  Pepper  contains  a  weakly  basic  substance,  Piperme  (which  is  broken 
up  by  caustic  alkalies  into  Pipmdine  and  Piperinic  acid),  in  addition  to  a 
volatile  oil  and  a  bitter  pungent  resin.  Piperine  is  insoluble  in  water,  and  has 
therefore  no  taste  when  absolutely  pure,  but  is  hot  and  pungent  to  the  taste 
when  it  is  taken  in  solution. 

Pyrethmm,  or  pellitory,  contains  similar  constituents  but  is  scarcely  used 
except  as  an  ingredient  of  insect  powders. 

Ci4)Sicam,  or  Cayenne  pepper,  contains  Capsaicin,  a  neutral  body  with  a  hot 
pungent  taste. 

Many  other  plants  contain  irritant  principles  which  have  been  employed  as 
stomachics.  Thus  the  use  of  mustard  as  a  condiment  depends  on  its  forming 
irritant  sulphur  compounds,  but  mustard  is  used  in  medicine  only  as  a  skin 
irritant  and  w^iU  be  discussed  under  that  heading. 

The  horseradish  (Armoracia,  B.  P.)  and  the  formerly  official  scurvy-grass 
(Cochlearia  officinalis)  resemble  mustard,  and  owe  their  activity  to  their 
containing  similar  or  identical  sulphur  compounds. 

Pepper  and  capsicum  are  largely  used  as  condiments,  and  are  compara- 
tively seldom  prescribed  in  therapeutics.  Both  are  used  in  domestic  medi- 
cine as  skin  irritants,  and  capsicimi  is  prescribed  where  a  strong  stomachic 
irritant  is  required.  The  tincture  has  been  employed  in  chronic  alcoholism 
in  order  to  provide  a  substitute  for  the  local  irritant  effects  of  spirits  in  the 
stomach. 

Preparations. 

Piper  (U.  S.  P.),  black  pepper,  the  unripe  fruit  of  Piper  Nigrum. 
Oleoresina  Piperis  (U.  S.  P.),  0.03  G.  (i  gr.). 
Fyrethnun  (U.  S.  P.),  pellitory,  the  root  of  Anacyclus  Pyrethrum. 
Capsicum,  Cayenne  pepper,  chillies,  the  fruit  of  Capsicum  fnitescens 
(U.  S.  P.);  Capsici  Fructus,  the  dried  fruit  of  Capsicum  nunimum  (B.  P.). 
Tinctura  Capsici  (U.  S.  P.,  B.  P.),  0.5  mil  (8  mins.),  (5-15  mins.,  B.  P.). 
Oleoresina  Capsici  (U.  S.  P.),  0.03  G.  (i  gr.). 

ArmoraciflB  Radix  (B.  P.),  horseradish  root,  the  fresh  root  of  Cochlearia 
Armoracia. 

Piper  Methisticom,  or  Kava  Kava,  is  used  in  the  South  Sea  Islands  to  pre- 
pare an  intoxicating  liquor,  which  according  to  Kesteven,  differs  from  the 
alcoholic  preparations  in  producing  marked  muscular  weakness  without  affect- 
ing the  mental  powers.  Other  observers  state,  however,  that  it  causes  confusion 
and  sleep  very  much  as  alcohol  does.  Its  local  action  resembles  that  of  pepper, 
and  like  it,  it  has  been  advised  in  gonorrhoea.  Its  virtues  seem  to  reside  in  two 
resinous  bodies. 
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T.  DIGESTIVE  FERMENTS. 

A  number  of  digestive  ferments  have  been  introduced  into  thera- 
peutics for  the  treatment  of  gastric  and  intestinal  disorders.  The 
earlier  members  of  the  series  were  proteolytic  ferments,  intended  to 
reinforce  the  pepsin  of  the  stomach,  but  of  recent  years  the  amylolytic 
ferments  have  also  been  strongly  advocated. 
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1.  Pepsin. 

The  phannaco|xeial  preparations  of  pepsin  are  generally  obtained 
from  the  pig's  stomach.  It  digests  only  in  acid  solution,  the  best 
results  being  obtained  in  a  solution  of  0.2  per  cent,  of  hydrochloric 
acid.  In  alkaline  solution  it  is  inert,  and  in  fact  is  rapidly  decom[K>sed, 
so  that  when  pepsin  and  alkaline  carbonates  or  bicarbonates  are 
prescribed  together,  the  effects  are  due  to  the  alkalies  only. 

Pepsin  is  used  in  therapeutics  on  the  theory  that  the  stomach  does 
not  secrete  enough  of  the  ferment  in  certain  conditions.  But  it  may 
be  questioned  whether  this  is  true  in  even  a  small  proportion  of  the 
cases  treated  with  pepsin,  for  the  gastric  juice  is  almost  always  capable 
of  digesting  proteins  if  it  is  acid  in  reaction.  In  a  number  of  forms  of 
dyspepsia  the  acid  secretion  is  insufficient,  but  the  ferment  is  almost 
always  present  in  quantity,  for  it  digests  proteins  outside  the  body 
as  soon  as  it  is  acidulated.  Pepsin  is  indicated  then  only  in  the  rare 
cases  in  which  the  contents  of  the  stomach  acidulated  with  hydro- 
chloric acid  fail  to  digest  proteins.  It  is  very  often  administered  in 
other  forms  of  dyspepsia,  and  certainly  does  no  harm,  but  there  is  no 
question  that  it  is  entirely  unnecessary  in  the  great  majority  of  the  cases 
in  which  it  is  prescribed. 

Preparations. 

Pepsinum  (U.  S.  P.,  B.  P.),  a  proteolytic  ferment  obtained  from  the  gland- 
ular layer  of  fresh  stomacha  from  healthy  pigs,  and  capable  of  digesting  not 
leas  than  3,000  times  its  own  weight  of  freshly  coagulated  egg  albumin.'  It 
is  a  fine,  white,  amorphous  powder  or  thin  scales,  free  from  offensive  odor 
and  having  a  mildly  acid  or  saUne  taste,  usually  followed  by  a  suggestion  of 
bitterness.  0.5  G.  (8  grs.),  (B.  P.  5-10  grs.),  in  powder,  or  in  solution  in 
0.2  per  cent,  hydrochloric  acid. 

Pepsin  is  generally  given  during  or  after  meals.  As  has  been  stated,  it  is  very 
rarely  indicated,  as  the  gastric  juice  almost  always  contains  sufficient  ferment. 

G^fcerinum  Pepsini  (B.  P.)  contains  hydrochloric  acid.  A  fluid  drachm 
represents  5  grs.  of  pepsin.    1-2  fl.  drs. 

Many  other  preparations  of  pepsin  are  used  in  popular  medicine,  to  a  less 
extent  by  the  profession.  Pepsm  wines,  for  example,  are  often  taken  as  tonics 
and  digestives,  but  have  only  the  effects  of  alcoholic  beverages. 


2.  PancreatiG  Ferments. 

The  pancreatic  ferments  have  also  been  introduced  into  thera- 
peutics, generally  in  the  form  of  an  extract  of  the  gland,  pancreatin. 
These  ferments  differ  from  pepsin  in  acting  only  in  alkaline  or  neutral 
solution,  and  besides  digesting  proteins,  form  sugar  from  starch  and 
saponify  and  emulsify  fats.  The  pancreatic  ferments  are  rendered 
inert  by  a  comparatively  short  exposure  to  the  acid  gastric  juice. 

The  value  of  pancreatin  is  even  more  problematical  than  that  of 
pepsin,  for  though  it  would  no  doubt  be  valuable  where  the  digestive 
ferments,  particularly  those  of  the  pancreas,  were  deficient,  this  has 

*  The  B.  P.  iH^paratioD  may  be  obtained  from  the  pig,  sheep  or  calf  and  is  required 
to  difest  2500  times  its  weight  of  hard-boiled  white  of  egg. 
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not  been  shown  to  occur.  On  the  other  hand,  the  pancreatic  ferments 
are  certainly  destroyed  in  passing  through  the  stomach.  It  has  been 
suggestedj  however,  that  they  may  act  in  the  stomach,  if  they  are 
.given  before  or  witli  the  food,  as  the  acid  gastric  juice  is  only  secreted 
slowly,  and  some  time  must  elapse  before  the  panereatin  in  rendered 
inert.  Attempts  have  been  made  to  preserve  the  pancreatin  from  the 
deleterious  effects  of  the  gastric  juice  by  administering  it  in  capsules 
which  are  dissolved  only  in  the  intestine.  It  is  certainly  possible  that 
the  pancreatin  may  be  useful  in  certain  cases,  where  the  ferments  of 
the  pancreas  are  absent  and  the  acid  of  the  stomach  so  deficient  as 
not  to  be  destructive,  but  there  is  no  reason  to  suppose  that  this  series 
of  accidents  occurs  at  all  frequently,  and  it  is  impossible  to  diagnose 
inefficiency  of  the  pancreatic  secretion.  Pancreatin  is  now  used  chiefly 
to  digest  the  food  before  it  is  taken,  about  5  grains  sufficing  for  a  pint 
of  milk.  It  has  been  apphed  to  cancerous  tumors  in  die  hope  of 
destroying  the  malignant  tissue,  but  has  not  proved  of  value. 

Preparations. 

Fancreaiinum  (U.  S.  P.),  a  mixture  of  the  enzymes  naturally  existing  in 
the  pancreas  of  warm-blooded  animals,  usually  obtained  from  the  fresh  pan- 
creas of  the  pig.  It  forma  a  yellowish,  yelloftish-white,  or  grayish,  aniorphous 
powder,  havuig  a  faittt,  not  disagreeable  odor  and  a  meat-like  taate,  and  is 
slowly  soluble  in  water.  0.5  G.  (8  grs.),  in  {K»wder  or  in  capsules.  Keratin 
capsules  have  been  proposed  in  order  to  protect  the  pancreatin  from  the  gaatric 
juice. 

Liquor  Pan-creatis  (B.  P.),  a  liquid  preparation  containing  the  digestive 
principles  of  the  fresh  pancreas  of  the  pig.  Two  cubic  centimeters  of  the 
Boliition  ought  to  digest  80  c.c,  of  milk. 

In  connection  with  the  digestive  ferments  may  be  mentioned  ingluvinf  an 
extract  of  the  fowl's  gizzard,  which  was  a  few  years  ago  highly  recommended 
aa  a  remedy  in  the  sickness  of  pregnancy^  but  has  proved  entirely  valueless, 

3.  Vegetable  Ferments. 

Besides  theae  animal  digestive  ferments,  a  number  of  vegetable  proteolytic 
enzymes  are  known,  and  have  enjoyed  a  more  or  less  short-lived  popularity. 
Probably  mauy  more  plant  juices  are  able  to  digest  proteins  than  are  at  present 
generally  recogtuzeU;  tbua  many  of  the  bacteria  liquefy  gelatin  and  albumin, 
and  tlie  uieectivoroua  plants,  such  as  Drosera  (sundew)  and  Dionea,  secrete 
a  digestive  fluid.  Figs,  pine-apple  ibromelin),  the  scarlet  pimpernel  (Anagallia 
arvensial,  and  many  others  of  the  higher  plants  have  been  ahown  to  possess 
these  ferments,  but  the  best  known  of  theae  is  the  Carica  papaya,  or  pawpaw, 
which  contains  a  digestive  ferment  known  as  papain,  papaijoUn^  or  papovi. 
The  ferment  acta  in  neutral,  slightly  acid,  or  alkaline  solution  at  the  temperature 
of  the  body  and  in  the  cold.  It  has  been  used  instead  of  pancreatin  and  pepsin 
in  disorders  of  the  digestion,  and  also  as  an  anthelmintic.  Diphtheritic  mem- 
branes have  been  treated  by  the  frequent  application  of  papam  solution;  the 
underb  ing  disease  was  not  favorably  influenced,  however,  and  the  treatment 
has  been  abandoned.  Papain  solution  has  also  been  injected  by  the  hypo- 
dermic nGGdlc  into  tumors  and  abscesses,  with  the  intention  of  digesting  the 
new  growth,  or  accelerating  the  progress  of  the  abscess  toward  the  surface,  but 
the  results  obtained  do  not  encourage  its  further  use.  Peptones  are  unques- 
tionably fornitjd  in  the  tumors  when  papain  ia  injected. 

Several  milk-curdtmg  ferments  have  been  found  in  plants,  but  none  of  them 
have  been  used  in  therapeutics. 
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4.  Diastase. 

Several  smylolytic  or  sugar-forming  ferments  have  been  used  more 
or  (ess  in  therapeutics,  the  first  of  these  being  the  diastase  or  enzyme  of 
maltf  which  is  known  tinder  the  names  of  malt  extract,  maltzyme,  {Dias- 
trajiin^  U.  S.  P,)»  When  grain  is  allowed  to  germinate,  its  starch  isformed 
into  a  soluble  form  (sugar)  by  means  of  a  ferment  kno™  as  diastase^ 
and  it  was  supposed  that  this  diastase  might  aid  the  digestion  of  starchy 
foods  in  the  body.  When  malt  extract  is  formed  at  a  low  temperature, 
it  unquestionably  contains  diastase  and  is  capable  of  digesting  starch, 
but  many  of  the  extracts  on  the  market  are  quite  inert,  the  ferment 
having  been  destroyed  by  heat.  Those  extracts  are  therefore  devoid 
of  digestive  power,  but  form  a  pleasant,  easily  digested  food.  They 
often  contain  alcohol,  and  are  then  indistinguishable  from  beer  or  stout. 
More  recently,  some  other  sugar-forming  ferments  have  been  brought 
forward,  notably  Taka-diastase  obtained  from  Eurotium  oryzBP,  a 
mould  of  the  aspergillus  family;  it  has  been  recommended  in  cases  io 
which  there  is  supposed  to  be  a  deficient  digestion  of  starch-  It  ceases 
to  act  in  the  gastric  juice  as  soon  as  the  acidity  exceeds  0,1  per  cent., 
but  may  be  able  to  digest  a  certain  amount  of  starch  in  the  mouth  and 
stomach  before  it  is  destroyed-  The  question  at  once  arises,  however, 
whether  the  ordinary  digestive  juices  are  ever  unable  to  digest  the 
starch  of  the  food.  And  although  a  new  term,  "amylaceous  dyspepsia," 
has  been  introduced  to  indicate  this  class  of  cases,  if  they  should  be 
found  to  exist,  it  must  be  admitted  that  no  satisfactor>'  evidence  of  their 
existence  has  been  brought  forward  as  yet.  It  is  stated  that  more  starch 
is  found  to  be  digci^ted  in  the  stomach  after  the  administration  of  diastase, 
but  this  seems  to  be  beside  the  point,  for  it  merely  indicates  that  less 
starch  reaches  the  intestine  for  the  pancreatic  juice  to  act  upon.  Until 
it  is  shown  that  in  some  cases  the  digestion  of  starch  by  the  intestinal 
ferments  is  insufficiently  performed,  the  diastase  preparations  would 
seem  to  be  superfluous. 

TI.    VOLATILE  OIL  SERIES. 

The  group  of  volatile,  ethereal,  or  essential  oils  contains  a  large 
number  of  preparations  in  the  pharmacopoeias  of  all  countries.  These 
oils  are  obtained  from  plants  by  distillation,  or  more  rarely  by  pressure, 
and  must  be  distinguished  by  the  student  from  the  fatty  or  fixed  oils, 
which  are  non-volatile.  The  volatile  or  ethereal  oils  are  found  chiefly 
in  the  fruits  and  flowering  parts  of  plants,  and  are  very  widely  diffused 
through  the  vegetable  kingdom,  though  some  orders,  such  as  the 
Labiatfe,  Umbellifera?»  Aurantiacen?,  Cruciferie,  and  Conifene,  are  pre- 
eminent in  their  production.  They  are  all  strongly  odorous,  and  are 
therefore  used  in  perfumery,  and  to  conceal  nauseous  odors  and  tastes 
in  medicine. 

Their  comnosition  is  extremely  variable.  The  commonest  constituentu  are 
TfTperm,  ana  some  o\h  contain  these  only,  while  in  a  few  oils  nu  terpeae  has 
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been  found  (Attar  of  Roses).  Terpenss  are  hydrocftrbons  of  the  axomatic 
series,  and  possess  the  general  fommla  (CsHi)o.  The  great  majority  of  them,, 
or  the  terpenea  proper  (Cmlli*),  are  cotiibi  nations  of  a  dihydrobenzol  with 
propyl  and  methyl  (CiH^CHjlCHjCHa).  Some  twelve  terpenes  of  thiB  for- 
mula are  known,  varying  fn  their  chemical  structure  and  in  their  Btereometrical 
form.  Another  group  of  these  hydrocarbons  ia  formed  by  the  Ststfiilerpcne^ 
(CiiH«),  while  a  few  Dlterpcnes  (CjcHj,)  are  known.  Some  volatile  oita  consist 
of  these  hydrocarbons  only,  but  most  of  them  contain  in  addition  some  oxidized 
aromatic  stibstances,  suc;h  aa  phenols,  ketones,  aldehydes,  acids,  and  their 
compounda;  as  instances  of  these  may  be  cited  camphor,  thujon  (from  oil  of 
absinthe),  sabinol  (oil  of  saviue),  safrol,  thymol,  eucalj^ptol,  myristicin  and 
vanillin.  Many  of  these  oxidised  products  crystallize  out  when  the  volatile 
oi!  is  cooled  sufficiently,  and  especially  on  long  standing,  and  the  resulting  solid 
is  known  aa  a  Slearoplcnc,  while  the  fluid  remaining  is  aometimes  call'^ 
tene.  The  oils  containing  oxygen  are  not  so  volatile  as  the  m- 
but  the  odor  is  oftGn  due  chiefly  to  the  o?ridized  eubstjii; 
contain  nitrogenous  bodies,  generally  in  the  form  of  cyanide 
hand,  the  majority  of  the  volatile  oils  of  the  Crudferic  t.^ 
which  lend  them  a  puugeut  disagreeable  odor,  quite  difTci 
other  oils. 


The  volatile  oils  are  generally  clear,  colorless  fluid 
of  them  are  green  or  blue  in  color.  After  long  k<- 
acquire  a  yellowish  color  and  an  acid  reaction,  from 
resins.  They  are  generally  light,  sparkling  fluids,  but  tj 
and  cubebs  are  more  viscid.  They  are  insoluble  in  war 
small  amount,  which,  however^  is  enough  to  lend  tin 
odor  to  the  solution;  in  strong  alcohol,  ether,  benzol, 
6xed  oils^  tliey  are  freely  soluble. 

Many  of  the  plants  from  which  tlie  volatiie  oils  are 
other  active  constituents,  such  as  bitters,  and  as  many 
tions  used  in  therapeutics  are  formed,  not  from  the  d 
from  the  crude  parts  of  plants,  it  must  be  noted  that  t 
only  active  principle  in  them. 

Action  Externally.— The  volatile  oils  all  possess  nuti 
which  are  doubtless  due  in  part  to  their  volatility  mih 
in  lipoids  enabling  them  to  penetrate  readily  into  prut 
of  them  appear  to  be  more  germicidal  than  carbolic  it- 
circumstances,  but  they  are  generally  too  insoluble 
employed  easily  in  surgery. 

Applied  to  the  skin,  they  cause  redness,  itching  and 
to  a  local  dilatation  of  the  vessels,  which  may  be  due  t< 
of  the  oil  to  the  cutaneous  arterioles  or  veins,  or  to  a 
the  irritated  terminations  of  the  sensory  nerves.  Whi 
mucous  membraneSi  such  as  those  of  the  eye  or  nose, 
volatile  oils  cause  similar  irritation,  which  is  betray* 
congestion,  pain  and  smarting. 

Action  on  the  Alimentary  C&nal. — Strong  solutions  ^KKT oils  have 
generally  a  hot.  burning  taste,  and  if  kept  in  the  moufli,  cause  redness 
and  irritation  of  the  mucous  membranes,  altluiugh  some  of  them  induce 
a  sense  of  coolness  at  first.   At  the  same  time  the  organs  of  smell  are 
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affected  by  these  oils,  which  are  ahnost  all  possessed  of  characteristic 
odors.  The  irritation  of  the  mouth  leads  to  a  reflex  secretion  of  saliva, 
which  is  often  very  profuse.  The  antiseptic  action  of  the  oils  is  exercised 
in  the  mouth  as  elsewhere,  and  may  have  a  beneficial  effect  in  some 
conditions. 

On  pas^ng  into  the  stomach,  the  oils  cause  the  same  sensation  of 
warmth  in  that  organ,  and  this  is  accompanied  by  a  sense  of  well- 
being  and  comfort,  the  appetite  is  often  increased,  and  any  feeling  of 
distention  after  meals  is  relieved.  This  is  often  attended  by  the  eruc- 
tation of  quantities  of  gas.  Substances  which  produce  these  effects  in 
the  stomach  are  known  as  carminatives,  and  many  explanations  of 
their  action  have  been  offered.  The  antiseptic  action  may  occasionally 
play  a  part  in  the  carminative  action,  and  possibly  the  secretion  may  be 
encouraged  by  the  slight  irritation  and  by  the  agreeable  odor  and  taste; 
the  activity  of  the  ferments  is  rather  retarded  than  augmented.  The 
movements  of  the  stomach  are  distinctly  lessened  by  even  small  quan- 
tities of  the  volatile  oils,  and  the  muscle  relaxes.  This  may  relieve  the 
feeling  of  distention  and  allow  the  escape  of  the  contents  by  arresting 
spasmodic  contractions  of  the  sphincters;  the  action  api>ears  to  be  a 
direct  one  on  the  muscle  of  the  walls. 

In  the  intestine  the  volatile  oils  in  small  quantities  also  lessen  the ' 
contraction  of  the  muscle  walls  and  this  often  relieves  flatulence  and 
distention  and  lessens  the  spasms  which  cause  colic.  Small  quantities 
are  often  incorporated  in  the  preparations  of  the  more  powerful  pur- 
gatives to  lessen  the  pain  and  griping  which  these  are  liable  to  induce. 

Excretion. — Many  of  the  terpenes  are  oxidized  to  phenols  in  the 
body  and  are  then  excreted  in  the  urine,  for  the  most  part  in  combina- 
tion with  glycuronic  or  sulphuric  acid.  Traces  pass  out  in  the  expired 
air  and  impart  an  odor  to  the  breath.  The  urine  also  contains  some  in 
a  free  form  and  may  thus  smell  of  the  original  oil  or  of  some  of  its 
derivatives.  Some  of  the  constituents  of  the  oils  are  oxidized  to  acids 
and  excreted  in  the  urine  as  salts. 

In  the  course  of  excretion,  some  of  the  oils  cause  irritation  of  the 
lungs  and  kidneys,  so  that  some  of  them  are  employed  to  increase  the 
bronchial  secretion,  while  others  have  a  distinct  diuretic  action.  This 
irritant  action  is  of  course  not  confined  to  the  tissue,  but  extends  to 
microbial  guests,  so  that  some  of  the  volatile  oils  are  given  internally 
almost  exclusively  for  their  antiseptic  action  in  the  urine. 

Poiaonins. — ^The  various  oils  differ  a  good  deal  in  their  activity 
while  resembling  each  other  closely  in  the  general  characters  of  their 
effects.  All  of  them  may  produce  marked  irritation  of  the  stomach 
and  bowel  when  given  in  large  quantities,  but  the  oils  of  tansy,  sage, 
and  English  pennyroyal  are  distinguished  especially  by  the  violent 
inflammation  they  cause,  and  by  the  frequency  with  which  fatal  poison- 
ing occurs  from  their  use.  The  symptoms  are  those  of  acute  gastric, 
intestinal,  and  often  renal  irritation — vomiting,  purging,  acute  pain 
in  the  abdomen,  blood  in  the  stools  and  in  the  vomited  matter,  collapse, 
weakness  of  the  pulse  ami  respiration,  anuria,  or  albumin  and  blood 
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in  the  urine,  and  convulsive  attacks  ending  in  coma  and  death.  Great 
hypersemia  of  the  abdominal  organs,  often  blood  in  the  peritoneal 
cavityp  and  sometimes  acute  inflammation  of  the  kidney  are  the  chief 
post-mortem  appearances.  The  hyperaemia  and  congestion  of  the 
organs  of  the  abdomen  may  cause  abortion  in  pregnancy,  or  increase 
the  menses>  and  in  the  majority  of  cases  of  poisoning,  these  oils  have 
been  taken  with  the  object  of  inducing  abortion.  In  many  instances, 
however,  the  drug  has  proved  fatal  without  this  end  being  achieved. 

General  Action. — The  small  quantities  of  volatile  oils  administered  in  ordi- 
nary medicinal  use  pass  Ihrou^h  the  tissues  without  modifying  them  percept- 
ibly, their  only  effects  arising  in  the  organs  by  which  they  are  absorbed  and 
excreted,  Fn  large  quantities,  however,  some  of  them  (the  oils  of  wormwood, 
nutmeg,  sage,  sai^ne  among  others)  produce  aymptomg  from  a  direct  action  on 
the  central  nervous  Hyatem,  which  is  first  stimulated  and  then  depressed. 

The  relative  importance  of  these  two  stages  differs  in  different  oils,  some, 
«.  g.,  turpentine  oil^  causing  only  a  transient  excitement^  followed  by  marked 
weakness  and  depression,  while  others,  sudi  aa  the  oil  of  absinth,  cause  very 
marked  excitement  and  convulsions.  The  activity  of  the  oils  as  nervous  poisons 


such  as  the  oil  of  absmth  or  wormwood,  the  symptoms  from  the  nervous  system 
predominate  in  cases  of  poisoning.  As  a  general  rule  the  higher  divisions  of  the 
central  axis  are  affected  more  than  the  lower,  and  epileptiform  or  clonic  convul- 
tions  may  be  induced  (camphor),  or  tremors  similar  to  those  described  under 
carbolic  acid  and  presumably  of  simitar  origin  (safrol  and  nutmeg  oil)*  In  many 
caaes  a  combination  of  excitement  and  ataxia  is  observed ,  the  animal  moving 
about  restlessly,  but  being  unable  to  balance  itself.  In  the  later  stages  of 
poisoning  the  spontaneous  movements  cease,  while  the  excitation  of  the  lower 
centres  still  persists,  and  wild  conviilsiv'e  movements  accompany  the  final  arrest 
of  the  respiration.  The  reapiratory  centre  is  finally  depressed,  but  tK(s  depres- 
sion is  often  preceded  by  stimulation,  the  breathing  increasing  both  in  rapidity 
and  in  volume.  The  vasomotor  centre  undergoes  similar  changes,  the  blood- 
pressure  falling  from  some  oiU  immediately,  from  others  only  after  a  preliminary 


The  hmrt  does  not  seem  to  be  affected  by  most  of  the  volatile  oils,  except 
indirectly  from  the  collapse  and  shock,  The  frog*s  heart  perfused  with  Ringer's 
solution  containing  a  volatile  oil  is  often  accelerated,  but  soon  becomes  slow  and 
weak- 
Involuntary  muatk  siaspended  In  Ringer's  solution  containing  even  small 
amounts  of  volatile  oil  ceases  its  rhythmical  movements  and  relaxes,  apparently 
from  a  direct  action  of  those  bodies  on  the  muscle  fibre.  The  same  action  is 
seen  in  the  uterus  suspended  in  this  way,  so  that  it  seems  unlikely  that  these 
oils  cause  any  contraction  of  this  organ  directly  such  as  would  explain  their  use 
as  aborbifacicuts. 

Some  of  the  constituents  of  the  oils  (pulegon,  myristicin,  safrol)  cause  fatty 
degeneration  of  various  organs,  especially  of  the  liver  and  kidney,  while  others 
of  very  simitur  constitution  have  no  such  efTect, 

Most  of  the  oils  are  poisonous  to  the  protozoa  in  fairly  dilute  solutions;  as 
a  general  rule  the  movements  of  these  organisms  are  accelerated  by  very  small 
quantities  of  the  oils.  The  protozoa  are  much  more  susceptible  to  the  oils  than 
the  backria,  some  of  which  continue  to  live  in  5  per  cent,  solutions. 

Although  these  general  effects  of  the  volatile  oils  have  no  therapeutic  im- 
portancGf  the  frequent  occurrence  of  epilepsy  and  insanity  in  habitual  absinth 
drinkers  and  occasional  poisoning  from  others  of  the  series  have  given  them 
some  practical  interest. 
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1.  Volatile  OQa  Used  as  Flaroring  Agents  and  Carmmatires. 

As  regards  their  use  as  flavoring  agents  but  little  need  be  said,  one 
preparation  is  used  by  one  physician,  another  by  another,  and  the 
selection  is  largely  a  matter  of  custom  and  taste.  The  orange  prepa- 
rations are  probably  more  generally  appreciated  by  patients  than  any 
others.  Carminatives  are  used  only  wJien  no  marked  irritation  of  the 
stomach  or  intestine  is  presenti  but  the  gastric  juice  seems  unable  to 
cope  with  the  food,  especially  in  children  and  in  persons  of  seden- 
tary habits.  In  cases  of  colic,  flatuJence  and  abdominal  distention 
they  are  often  of  use,  provided  that  these  are  not  due  to  peritonitis 
and  other  inflammatory  diseases.  Several  of  them  have  been  employed 
as  surgical  antiseptics,  but  they  are  more  widely  used  as  parasiticides 
for  scabies,  pedicuLi,  etc.  Some  of  the  oils,  such  as  oil  of  cloves,  are 
used  in  dentistry  to  relieve  pain,  and  also  for  their  antiseptic  action; 
the  relief  of  pain  is  due  to  their  paralyzing  the  exposed  nerve  ends  after 
a  preliminary  irritation*  Eucalyptus  has  been  advised  in  septic  con- 
ditions and  in  malaria  but  is  of  no  value  in  these  conditions;  its  chief 
constituent^  eucalyptol  (CioHjgO),  is  equally  devoid  of  any  special 
virtues  to  distinguish  it  from  the  other  volatile  oils*  Volatile  oil  prepa- 
rations are  sometimes  given  internally  in  the  hope  that  in  their  e:ccretion 
through  the  lungs  they  will  exercise  an  antiseptic  action  in  pulmonary 
disease,  but  the  traces  excreted  in  this  way  are  quite  incapable  of  any 
noticeable  effect  on  microbial  growth,  and  the  tubercle  bacillus,  against 
which  these  measures  are  most  frequently  directed,  appears  to  be 
peculiarly  resistant  to  the  action  of  this  group  of  remedies.  They  are 
frequently  inhaled  with  a  similar  object.  Some  of  them  have  been  used 
as  anthelmintics  to  destroy  tapeworm  in  the  intestine,  and  th^THol 
has  recently  proved  very  effective  in  destroying  the  intestinal  parasites 
in  uncinariasis  (see  Thymol).  Externally  some  of  them  are  used  as 
mild  skin-irritants,  generally  in  the  form  of  spirits.  Arnica  has  a 
great  popular  reputation  as  a  stimulating  local  remedy  in  bruises  and 
sprains,  although  it  has  no  specific  action  and  is  in  no  way  preferable 
to  the  other  members  of  the  series. 

The  volatile  oils  are  largely  used  as  flavors  in  cookery  and  sweet- 
making,  and  are  important  constituents  of  many  of  the  popular  liqueurs, 
and  therefore  have  a  certain  dietetic  importance. 


Crude  Drugs. — Many  of  the  phannacopo?ial  preparations  are  whole  planU, 
i:!s,  leaves,  or  flowers,  and  are  never  prescni>ed,  although  eonie  of  them 
are  used  in  popular  medicine  in  the  form  of  infusions  or  "teas."  The  virtues 


w&t£r  than  in  the  traces  of  volaUle  oil  which  they  cantam,  but  the  presence 
of  the  latter  prevents,  to  some  extent^  the  nausea  produced  by  warm  water 
alone^  These  infusions  are  used  to  induce  perspiration  in  fevers  or  chills, 
u  diuretics,  or  to  relieve  colic  and  griping,  and  generally  contain  about  a 
t&bleepoonful  of  the  herb  to  one  or  two  cupfuk  of  water.  Those  most  fre- 
quently used  for  thia  purpose  are  peppenuint  and  spearmint  leaves  and  topfi 
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(Mentha  Pijierita  and  Mentha  Viridis,  U.  S.  P.);  Coriander  seeds  (Corian- 
druTJif  U.  P.,  CorianAri  FruduSf  B.  P.);  Chamomile  floT^'ers  {Matricaria^ 
U*  S.  P.);  Anise  (Anisum,  U,  S,  P.,  the  fruit  of  Pimpinells  &msani);  Elder- 
flower  ttfid  llorehoiifid.  In  different  countries,  however,  the  coustituenta  of 
the  herbaliat  recipea  vary  according  to  the  local  flora.  The  U.  S,  Pharma- 
copoeia recognizes  a  number  of  other  crude  drugs  of  thijs  group,  but  aa  these 
are  aeldcmt  or  never  prescribed,  they  need  only  be  eniuuerated  here:  Rosa 
0<iUica  (red  rww  petals),  Eucatypitts^  Littwnit  Cortex  (lemon  peel),  Aurantii 
DukU  CorteZf  Aurantii  Amari  Ci>rtcx  (sweet  atid  bitter  orange  peel),  Caryophyl- 
lu8  (cloves),  Cinnavioinurn  (ciunanion)^  Sassafras  (aaasafrss  bark),  F^tcu/urn 
(fennel),  Cardam&mi  5m««(cardainom),  Carum  (caraway),  Myrisiica  (nutmeg), 
ylmtcfl,  and  Zirvgibfr  ((finger).  The  British  Pharmacopceia  is  lesis  laviflhJy 
supjilied  with  these  little  used  crude  drugs.  It  contains  Coriandri  Frttctu^ 
(coriander  seeds),  Aurantii  Cortex  Hecens  and  Siccniui  (fresh  and  dried 
orange  pccl)^  Cinjiamomi  Cortex  (cinnamon  bark),  Cardammii  Sernina  (carda- 
mom &ce<is),  and  Zingiber  (ginger)* 

Bitter  Almonds  (Amygdala  Amara,  B.  P.)  may  be  mentioned  here,  as, 
although  they  contain  uo  volatile  oil  in  themselves,  one  is  formed  from  them 
when  they  are  bruised  in  water.  They  contain  a  glucoside,  araygdalin,  and 
a  ferment,  emulsin,  which,  in  the  presence  of  water,  decomposes  the  amygdolin 
into  dextrose,  prussic  acid,  and  beuzaldehyde. 

C»HrtNOit   +  3HiO  -   2(CiHitO.)    -f    HCN    -h  OH.O   +  H.O 

The  prussic  acid  and  benzaldehyde,  which  are  probably  in  combination  and 
not  merely  mixed  together,  are  known  as  the  oil  of  bitler  almonda,  which  is 
much  more  poisonous  than  the  other  volatile  oils,  owing  to  ita  containing 
prussic  acid.  Emulain  is  also  contained  in  the  sweet  almond ,  but  no  amyg- 
dalin,  eo  that  no  prussic  acid  is  formed  when  it  is  pounded  in  water.  The 
fixed  oil  of  almonds  is  formed  from  bitter  and  sweet  almonds,  but  contains 
no  prussic  acid.  Laurel  leaves,  and  the  bark  of  the  Virginian  prune,  or  cherry 
(Pruntu  Virginiana,  U.  S*  P-,  Primi  Vir^inian^E  Cortex,  B.  P.)t  &(so  contain 
amygdalin,  or  aome  nearly  related  substance^  and  emulsin,  and  form  benaalde* 
hyde  and  prussic  acid  when  rubbed  up  with  water.  The  Virginian  cherry 
bark  has,  however,  a  more  bitter  tQ3te  than  the  others,  from  the  presence  of  a 
resin  or  some  other  unknown  body. 

The  Volatile  Oils  themselves  are  also  represented  in  unnecessarily  large 
numbers  in  the  pharmacopoeias. 

U.  8.  P.—Okutn  Mcnthis  Piperita  (oil  of  peppermint),  01.  McnifuE  Viridis 
(spearmint),  OL  Laoanduks  (lavender) ^  OL  Eucalypti  (eucalyptus)j  Oi  Liynnnis 
(lemon)f  OL  Aurardii  (orange),  Ohoresina  Zingiberi^  (ginger),  01.  Amygdokr 
AmarcE  (bitter  almonds),  OL  Caryophyili  (cloves),  01.  PimentcB  (allspice),  01. 
Cari  (caraway),  OL  Cussue  (cinnamon),  OL  Coriandri  (coriander)  OL  Cajujmii 
(cajuput),  OL  Sassafras  (sassafras),  OL  Anisi  (anise),  OL  F<eniculi  (fennel),  OL 
Rosmarini  (rosemary),  OL  Juniperi  (juniper),  OL  Thytni  (thyme),  OL  Myriatica 
(nutmeg).    Dose  0.2  mil  (3  mins.). 

B.  P,— Oleum  Aiietht  (oil  of  dili),  OL  Ani«i  (anise),  OL  Cajuputi  (cajuput), 
OL  Carui  (caraway),  OL  Caryophyili  (cloves),  OL  Cinnanumi  (cinnamon), 
OLCoriandri  (coriander),  OL  Eucalypti  (eucalyptus),  OL  Latrandufs  (lavender). 
OL  Limonis  (lemon),  OL  Mmthw  PiperUa  (peppermint),  OL  Myristictt  {nni- 
meg),  OL  Roxmarini  (rosemary)-    Dose  J-3  miiis. 

The  majority  of  these  oils  resemble  each  other  very  closely  in  their  cCTects 
and  require  no  special  oonnncnt.  The  oils  of  rosemarj',  juniper,  and  sav^ne 
aro  more  irritant  than  the  others,  and  are  seldom  used,  The  oils  of  winter- 
green  and  of  birch  consist  mainly  of  methyl-^HcyUvto,  and  may  be  used 
instead  of  the  other  salicylates.  Nutmeg  and  njace  oils  are  more  poisonous 
than  the  others,  not  from  their  local  irritant  action  so  much  as  from  their 
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efSecis  after  absorption.  Oil  of  bitter  almonds  contains  a  very  variable  amount 
of  pruHsic  acid  and  therefore  cannot  be  substituted  for  the  other  volatile  oils, 
but  its  preparations  are  so  dilute  as  to  be  devoid  of  ail  danger. 

The  volatile  oils  themselves  are  comparatively  little  used.  A  single  drop 
may  be  added  to  powders^  pills  or  solutions  to  give  a  pleasant  odor,  and  their 
presence  in  tooth  powders  renders  theee  more  or  less  strongly  antiseptic.  Oc- 
casionally they  are  ^ven  in  casea  oi  colic  or  in  chill  by  pouring  a  few  drops  on 
a  piece  of  sugar  which  is  sucked. 

Spiiitos  are  formed  from  many  of  the  volatile  oils  by  dissolving 
them  in  ateohoU  sometimes  with  the  addition  of  water  and  sometimes 
with  some  of  the  crude  drugs,  so  that  the  preparation  is  really  a  mixture 
of  tincture  and  spirit.  The  spirita  or  essences  of  the  volatile  oils  are 
used  very  largely  as  flavoring  agents  in  mixtures  for  internal  use, 
and  are  often  added  to  external  applications  to  lend  them  odor.  They 
may  also  be  prescribed  where  alcohol  is  indicated  but  is  distasteful  to 
the  patient;  the  spirits  of  the  volatile  oils  contain  nearly  double  the 
amount  of  alcohol  in  brandy,  and  have  to  be  diluted  accordingly. 
Any  of  them  may  be  used  as  carminatives,  but  the  spirits  of  pepper- 
mintj  cinnamon,  anise  and  lavender  are  more  frequently  used  for 
this  purpose  than  the  others.  Spirit  of  juniper  13  often  given  as  a 
diureticp  either  alone  or  along  with  other  drugs.  Spirit  of  rosemary 
is  generally  used  externally.  Many  of  the  common  perfumes  are 
spirits  of  different  volatile  oils;  thus  eau  de  Cologne  contains  the  oils 
of  bergamot,  lemon  ^  rosemary,  lavender  and  orange-flower,  along  with 
acetic  ether  and  alcohoL 

The  dose  of  the  spiritua  as  carminatives  is  2—4  mils  (30-60  mins.) 
They  are  often  prescribed  along  with  other  stomachics,  such  as  nux 
Tomica,  cinchona,  or  the  bitters. 

U.  S.  p. — Spiriht*  Amygdahx  AmariE,  Spir.  Ani^^  Spir,  Aumntii  Com- 
pc^iiua  (conlaining  the  oils  of  orange  peel,  lemon,  coriander,  and  anise),  Spir, 
Cinnamomi,  Spir.  Jumpert,  Spir,  Junipcri  Compositu^  (containing  oils  of  jumper, 
caraway,  and  fennel;  8  nula  (2  9.  drs.),  Spir.  Lavandula^  Spir.  Mentha 
Piperita,  Spir,  Mentha  Viridis. 

f/ixir  ATomaticum  and  Elixir  Glycyrrhiza:  are  preparations  of  the  Spir, 
Aurantii  Compositus,  which  are  used  exclusively  aa  flavors. 

B.  P, — Spirit  Anisic  Sp.  Cajuputi,  Sp.  Cinnamorm,  Sp.  Junipm,  Sp* 
Lai>andttl(E,  Sp*  Mentha  Piperita^  Sp.  MyristiccEt  Sp.  Rosmarini. 

kqxtm- — The  volatile  oils  are  very  insoluble  in  water,  but  when  they 
are  shaken  in  it,  enough  remains  in  the  water  to  give  it  the  odor  and 
taste  of  the  oil.  In  the  process  of  obtaining  the  oils  from  the  crude 
drugs  by  distillation,  some  oil  is  held  by  the  water,  and  a  number  of 
these  waters  (aqua^)  are  contained  in  the  pharmacopceias.  They  are 
used  as  substitutes  for  distilled  water  in  making  up  prescriptions,  the 
small  quantity  of  volatile  oil  serving  merely  to  give  a  pleasant  odor 
and  taste. 

U,  S,  — Aqua  Anisi,  Aq.  Aurantii  Ftor,  and  Aq.  Auranlii  Fhrum  Fortior 
{the  latter  containing  twice  as  much  volatile  oil  as  the  former),  Aq.  Cinna- 
»uwni»  Aq.  Famicuti^  Aq.  MeJiUi.  PiperiiXj  Aq.  Menlk.  Vindis,  Aq.  Arrty^ 
data  Amara^  Aq,  Rosa,  Aq,  Rma  Fortior  (the  latter  twice  as  strong  as  the 
other. 
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B.  F,—Aqua  Anethi^  Aq.  Anisic  Aq.  Aurantii  Ftorit,  Aq.  Cinnamomit  Aq. 
MenOus  PiperiUE,  Aq,  R^fMB, 

Some  of  the  preparations  containing  volatile  oils  are  derived  not 
from  the  oil  itself,  but  from  the  crude  drug,  and  therefore  contain 
non-volatile  substances  which  are  generally  absent  from  the  prepara- 
tions already  mentioned.  As  a  general  rule  these  non-volatile  bodies 
are  inactive,  but  in  some  cases,  bitters  or  resins  are  contained  in  the 
preparations,  and  may  influence  their  action.  Thus  a  bitter  glucoside, 
hesperidin,  is  found  in  the  orange  peel,  and  is  present  in  the  prepa- 
rations formed  directly  from  it,  while  it  is  absent  from  those  formed 
from  the  volatile  oil.  Ginger  contains  a  resin  of  hot,  burning  taste, 
which  increases  the  carminative  §ction  of  the  oil.  Cinnamon  contains 
some  tannic  acid,  which  passes  over  in  the  tincture,  while  a  fixed  oil 
13  contained  in  cardamom. 

Among  the  preparations  formed  from  the  crude  drugs  are  the 
Syrups,  which  are  used  exclusively  as  flavoring  agents. 

TJ.  S.  P- — Syrup^iS  Auraniii  Florum^  Syr,  Aurantii,  Syr»  Zingiheris^  Syr, 
pTuni  VirgtnianeE.    Dose,  4-16  mils  (1-4  fl.  drH.)^ 

B.  P. — Syruptta  Aromaticus  (contaimng  tincture  of  orange  and  cinnamon 
water),  Syr.  Anraniii,  Syr,  Auraniii  Floris^  Syr.  LiTtioniSt  Syr.  Pruni  Virgini- 
ans, Syr.  Zin^iberis,   Dose,  2-4  mils        fl.  dr.). 

The  Tinctures  are  used  (or  the  same  purposes  as  the  spirits  of  the 
pure  oils,  and  in  the  same  dose,  1-4  mils  (15-60  mins.)- 

U.  S.  P-^ — Tind.  Aurantii  Amari,  Tinet,  AurctnHi  Dutd*,  Ttnct,  Lirrumis 
Corticis,  TmcL  CardaTnomi  Composita  {containing  cardamom,  cinnamon,  car^ 
away),  Tinct.  Cinnanmni,  TincL  Lamndida  Composiia  (oils  of  lavender, 
rosemary,  cinnamon,  cloves,  nutmeg),  TincL  Ziiigiberis, 

B.  P. —  Tinct,  Aurantii,  Tinct.  Ctirdamomi  Composita  (containing  carda- 
mom, caraway,  cinnamon),  TincL  Cinnamomi^  Tivd.  LamndtiUE  Composita 
{lavender,  rosemary,  cmnainon,  nutmeg),  TincL  LimoniSt  TirwL  Pruni  Vir- 
ginmru^t  TincL  Zingiberis. 

Fluidextracts  of  the  volatile  oil  series', 

U.  S.  P. — Fluidextractum  Arirnntii  Amari^  1  niil  (15  mine-)* 

Fluidexiractum  Zingiberis,  1  mil  (15  mins,)^ 

Fiuidf^iraclum  AfomaiicMm^  1  mil  (15  mins.),  from  aromatic  powder. 

Other  Preparations. 

Pulvis  Aromaticus  (U.  S.  P.)  contains  cinnamon,  cardamom,  ginger,  and 
autmeg  in  powder,  and  is  a  useful  carminative  in  doses  of  1  G,  (15  grs.)* 

Pulvis  Cinnamomi  CompQsilus  (B»  P.)  containa  cinnamonf  cardamom  and 
ginger,  and  is  used  as  a  carminative  in  doaea  of  10-60  gra* 

'Fuie  Principles  used  as  flavors: 

Methylis  Salici/las  (U.  S.  P.,  B.  P.)  is  formed  aynthetically  or  obtained  from 
oil  of  wintergreen  or  oil  of  birch  and  is  a  colorless  or  yellowiah  liquid  with  a 
pleasant  characteristic  taste.   Dose  0.75  mil.  (12  mins.). 

Vanillinum  (U.  S.  P.),  vanilUn  (C,H,-OH-OCH,^COH),  occurs  in  vanilla 
and  is  also  made  synthetically.  It  fornis  white  needle  crystals,  slightly  soluble 
in  water,  easily  soluble  in  alcohol  and  ether,  and  posBcssea  the  odor  and  taat« 
€f  vanilla.    Dose,  0.03  G,  (J  gr.), 

Bsmaldehydum  (U*  S.  P.),  bpnzaldehyde  (CiHsCOH),  occurs  in  the  oil  of 
bitter  almonds,  and  is  also  made  artificially.    It  is  a  colorlesa  fluid  with  the 
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odor  and  taste  of  bitter  almond  oi],  very  slightly  soluble  in  water,  but  freely 
miacible  with  alcohol.    Dose,  0.03  mil  {\  min,)^ 

Bugtnot  (U,  S.  P.),  a  phenol  (C*H,OH  OCHi  C,H,)  obUuied  from  oil  of 
cloves  and  other  oils,  and  forming  a  colorless  liquid  with  an  odor  like  clovea, 
&o4  Ih  hot,  burning  taste^   Dose,  t).2  mil  (3  mins.). 

These  principles  are  used  exclusively  to  give  flavor  and  color. 
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2.  Camphor. 

Some  of  the  volatile  oils  deposit  crystalline  substances  or  stearop- 
tenes  after  standing  for  some  time^  especially  when  they  are  exposed 
to  M>ld,  As  a  general  rule  these  bodies  are  present  in  only  small  amount, 
and  have  not  been  investigated  apart  from  the  volatile  oils,  of  which 
they  form  constituents;  but  a  few  of  them  have  attracted  attention 
in  therapeutics,  not  only  on  account  of  their  local  effects,  which  resemble 
those  elicited  by  the  volatile  oils  in  general,  but  also  because  of  their 
action  in  the  tissues  after  absorption.  The  chief  of  these  is  Camphor, 
which  has  been  used  in  Chinese  medicine  for  many  centuries,  and  which 
has  also  played  a  considerable  role  in  Western  therapeutics.  It  is 
derived  from  the  Cinnamomum  camphora  of  China  and  Japan,  and 
possesses  the  formula  CwHttfO,  differing  from  the  terpenes  in  possessing 
a  ketone  (^CO)  link. 

Another  body  closely  resembling  ordinary  camphor  XA  Bonieol  or  Borneo- 
camphor  (CxftHiiO),  which  is  derived  from  the  Dryobalanopa  aromatica^  and 
which  apparently  diiTera  from  ordinary  camphor  in  containing  the  group 
(  =  CHOH)  instead  of  (=^C0),  Ngai-camphor,  which  is  obt^iined  from  Bluinea 
bakamiferar  is  very  closely  related  to  borneol.  Another  £tearoptene  which 
has  been  used  in  medicine  apart  from  the  volatile  oils,  is  Menthol  (CuHt«0)| 
which  is  obtained  from  the  oil  of  peppermint,  and  apparently  contains  ft 
CHOH  group  like  borneol,  hut  is  more  completely  hydrated.  Bomeol  haa 
been  prepared  ajiithettcally  from  camphor,  and  menthol  from  menthaae, 
which  occurs  in  oil  of  peppermint,  Thtljon,  an  isomer  of  camphor  occurring 
in  the  oil  of  wormwood  or  abainthe  and  in  many  other  plants,  has  not  been 
uaed  ia  medicine,  but  of  great  importance  as  the  cause  of  epilepsy  iu  chronic 
the  drink«fa. 


TO 


LmI  Atfttoo. — Tamphnr  is  pmaessed  of  srane  antraeptic  actioiL. 
fttebough  it  is  much  weaker  than  snmt  of  the  bofiies  the  carfaolie  acid 
grr>tzp,  and  also  than  many  of  ths  volatile  ofla.  Leucocytes  ccaae  tbdr 
movments  at  onne  vhen  caqmeri  m  camphor  aoianons  or  vaptv,  and 
I>arwTn  found  that  it  acts  aa  a  ^miilnjt  m  the  twrtaHff^  of  Droaera^  an 
iniKCtivorous  plant,  and  appaimdy  mdos  tfacm  more  senatin  to 
mecfoanical  irritation. 

Camphor  produces  redneas  and  a  feeling  of  warmtli  when  robbed 
into  the  ftta.  Sometinies,  however,  a  «fistinct  ^wwrinn  of  eofid  may 
be  experienced,  providing  the  robbing  is  not  too  eoergetu:.  Menthol 
generally  indncn  this  feeiing  of  cold,  acccMnpanied  by  more  or  less 
pridding,  and  afterward  by  heat  and  burning:  The  cold  B  not  dne 
to  cooling  of  the  akin,  fior  the  vesaeb  of  the  pact  ace  difayd,  and  the 
thermometer  indigatea  a  higher  ddn  temperature  there  duu  hi  odicr 
parts  of  the  body.  It  has  been.  aacAed  to  menthnl  bemg  more  srxtant 
to  the  terminations  oi  cotain  nerves  which,  convey  the  spiwatinn  of 
cold  than  to  those  of  the  heat  nerves  and  pain  oervest  but  this  b  denied 
by  RoDett  who  states  that  menthol  acts  oily  aa  the  trrmfnatinns  of 
the  nerves  of  common  sensation  or  pain.  A  fie^ng  of  nmnbueas  and 
partial  ansstheaia  follows  its  appfic^ion  after  some  thBe,  and  a  10  per 
cent,  solution  has  beoi  found  to  prodnoe  ancsdicsia  of  die  oomea, 
which,  however,  is  preceded  by  pain  and  sntartmg. 

When  taken  intmially,  can^thor  acts  as  aa  irritant  and  carminadve 
on  the  mucous  manimnea  like  the  volatile  oils;  it  has  a  hot^  bitter 
taste,  and  induces  in  small  quantrtses  a  feeling  of  warmth  and  comfort 
I'n  the  stomach,  while  afttf  large  doses  naosea  and  vomiting  may  be 
caused  by  gastric  irritation.  Some  <£[Iatation  of  the  skin  vessels  f<^ws 
aft^r  rt  is  swallowed,  with  a  sense  of  warmth;  this  may  pn>babty  arise 
rerflexly  from  the  action  in  the  stomach,  and  is  comparable  to  the  dila- 
tation under  alcohol  and  other  sGght  gastric  irritants.  No  other 
effects  follow  the  use  of  camphor  in  therapeutic  doses. 

When  large  quantities  are  takai,  they  are  rapidly  absorbed  and  induce 
headache,  a  feeling  of  warmth,  confusion,  and  excitement  in  man,  with 
ftlfiwing  of  the  pulse  and  flushing  of  the  skin.  This  excitement  may  be 
n\u}Wn  in  hilarity  and  delirium  with  hallucinations,  in  restlessness,  or  in 
fimlden  violent  movements,  which  pass  into  ^[Ml^itiform  convulsions. 
'llieAe  alternate  with  pauses  of  quiet  and  unconsciousness,  whk^  become 
hfiincr  until  the  patient  sinks  into  complete  stupor.  In  some  cases  of 
fifj>ifloninK  no  excitement  is  observed,  the  patient  falling  into  a  condition 
of  drowsiness,  unconsciousness  and  stupor  immedlatdy.  In  the  lower 
inanirnals,  camphor  induces  very  similar  symptoms,  wild  excitement 
and  frpile|)tiform  convulsions,  followed  by  depression,  stupor,  collapse, 
ftfid  d<^ftth  from  failure  of  the  respiration.  Not  infrequendy,  however, 
tho  rf^spirfttion  ceases  during  a  convulsion  and  fails  to  return  when  it 

pftRWR  (iff. 

1  n  the  frog  no  excitement  is  observed  except  from  the  local  irri- 
ion;  the  animal  falls  into  a  condition  of  depression,  in  which  no 
ntnnefMm  movements  are  made,  although  the  reflexes  seem  to  be 
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little  affected  at  first.  I^tcr,  the  reflexes  disappear  and  the  animal  h'ea 
completely  paralyze*!. 

Action:  Central  Nervous  System. — In  the  fro^  cjimphor  depresses  the  brain 
and  later  the  sv>mal  cordj  so  that  tlie  action  is  a  descending  parali'sis  siimUr 
to  tha-t  secD  xmder  chloroforni  and  other  unseatlietic-s;  thujun  often  inducee 
violent  spasnis,  which  appear  to  arise  from  8tiraubtiou  of  the  spinal  cord  and 
medulla  oblon^ta. 

The  convulsions  in  mammals  are  certainly  not  due  to  any  action  on  the  spinal 
l»rd,  but  to  stimulation  of  the  higher  areas  of  the  nervoua  axis.  The  cerebral 
^zrtejc  is  involved  in  the  action,  for  the  concisions  are  less  marked  on  ita 
removal;  but  in  the  lower  mammals  the  chief  action  seems  to  be  exerted  on  the 
ner\^0U3  centres  situated  between  the  cerebral  peduncles  and  the  medulla 
oblongata.  It  is  not  improbable  that  in  man  the  cerebral  action  may  be  more 
tnArited  than  that  on  the  lower  areas,  for  on  descending  lower  in  the  scale  it  is 
found  that  the  cerebral  aotton  become  less  evident;  thua  in  birds  tbe  removal 
of  the  cerebrum  seems  to  have  no  effect  on  the  convulsions.  The  loss  of  con- 
sciousnE^  and  the  stupor  observed  in  man  and  the  higher  animals  pmint  to  a 
final  paralysis  of  the  cerebral  cortex.  Later  the  spinal  cord  and  the  medulla 
are  pikralysed  and  respiration  oeaaesj  some  observers  state  that  the  reflexea 
of  the  spinal  cord  are  first  augmented  by  large  doses  of  camphor  but  others 
describe  depression  as  the  first  result. 

The  Terminations  of  the  Motor  Nerves  are  paralyzed  m  the  frog  by 
Urge  doses  of  camphor,  but  not  in  mammals.  The  Muscles  are  weakened  and 
pandjned  when  they  are  directly  exposed  to  ita  solutions  or  vapor. 

Tbe  Heart  is  sometimea  alowed  b^  camphor  and  its  allies  in  man  and  animalsL 
but  13  generally  little  affected  in  either  strength  or  rate.  It  lias  been  stated 
that  the  heart  has  less  tendency  to  paas  into  fibrillation  under  camphor^  but 
this  is  not  conJkmed.  Similarly,  camphor  has  been  credited  with  dilating  the 
coronary  vessels  and  thus  promoting  the  nutrition  of  the  heart,  but  according 
to  Meyer  this  occurs  only  under  poisonous  quantities  and  is  therefore  devoid 
of  therapeutic  interest.  In  the  frog  camphor  appears  to  have  some  stimulant 
action  on  the  heart  muscle  when  directly  apphed  to  it,  but  in  mammals  ite 
effects  on  the  heart  in  therapeutically  possible  amounts  are  tHEing  or  entirely 
negative. 

In  mammals,  camphor  may  reduce  the  blood-pressure^  though  there  is 
sometimes  a  transient  rise  at  first.  The  alight  fall  in  pre^ure  appeara  to  be 
due  to  dilatation  of  the  peripheral  vessels  through  direct  action  on  their  walla; 
the  pubiionar}'  vessels  share  m  this  dilator  action.  The  vasomotor  centre  ia  not 
affected  directly  by  small  doses.  When  sufficient  camphor  is  given  to  cause 
convulsions,  great  v^i&tions  in  the  blood-pressure  occur,  a  very  marked  rise 
being  observed  during  the  cou^^ulsive  attacks,  wt^lc  in  the  intervals  it  falls 
to  below  the  normal  height;  these  variations  appear  to  arise  from  a  direct  action 
on  the  vasomotor  centre^  which  partakes  in  the  general  stimulation.  The  slight 
dUatioD  of  the  vessels  is  the  only  change  in  the  circulation  observed  after 
camphor,  unless  when  quantities  auffiaent  to  cause  convulsions  are  injected. 

The  Bespiration  is  scarcely  altered  by  camphor  given  in  ordinary  quantities. 
During  the  convulsions  it  is  arrested,  while  in  the  intervals  it  may  be  accelerated 
from  the  mia^uW  exertion  during  the  spasms. 

The  normal  Temperature  is  not  affect^  by  camphor,  but  in  fever  it  acts 
as  an  antip^Tetic,  like  many  other  aromatic  bodies. 

Camphor  is  partially  oxiiliaed  in  the  tiMues,  fonning  camphorol  (CjoHtiOt). 
wJiicb  is  £Kcreted  in  the  urine  in  combination  with  glycuronic  acid^  as  a-  and 
d-camphoglycuronic  acid,  and  also  in  part  in  combinatiDu  with  a  nitrogenous 
body,  which  is  probably  uramidoglycuronic  acid.  Camphorol  acta  tike  cam- 
phor, but  its  glycuronic  acid  conibinatioos  are  inactive,  so  that  the  effects  of 
camphor  pass  off  quickly  in  such  animals  as  the  dog,  in  wliicli  these  combina- 
tions are  rapidly  formed. 


'VK*  Mlkia  of  Uirneol,  menthol,  bromAted  camphor,  and  camphorol  is 
93BmM%  (djontkat  with  that  of  camphor  iUelf,  Borneol  ia  less  irritant  locally, 
Mbd  thto  oottvulsiottd  art  less  severe  than  after  camphor,  so  Chat  anixnak  ^Idom 
chuing  tbf  convulsive  stage,  and  may  remain  in  a  state  of  atupor  and  col- 
luilM  tot  DM  o>r  i>vo  days  belore  the  reapiratioQ  finally  ceases.  After  menthol, 
IM  oonvutnofift  are  «\'eu  leas  developed  than  after  bomeoL  Both  of  these  are 
lannlvU  in  combiDation  with  glyctirooic  acid.  Bromated  camphor  &eema  to 
MMmbfo  borneol  mon  doady  tnaa  g*mphoi-  or  menthol^  while  amido-cam- 
nkw  produM  ^ym^fcom  dnubr  to  tboK  of  camphor,  but  is  much  leas  powerful 
Naittrftl  omvUior  is  d«trofoUfy;  the  iKvtiMary  isomer  has  been  formed 
rmnKy.  ftnd  is  found  to  Memble  the  natairml  form  in  its  ac^on, 

PK£PABATI<HS8. 

S.  a  B.  p.)  (CtHdO),  Lurel  ainphor,  a  stearoptene  ob- 
I 


iKiMd  from  Cinumoauni  Ckmhqn,  knm  white  traaaluoent,  cryBtalline 
nuni,  whkih  am  ataMOl  mwiufciB  m.  watat  btk  dinolve  readily  in  alcohol, 
tlhML  thlontott,  fixed  end  volelie  oOl  0.3  G.  {3  graO,  in  emulaion  or 

Afm  CiMmpkirm  a'*  &  P^  B.  P.),  10  mik  {3|  1.  do.) 

BrauTO*  CawwM  (U.  S.  P^  B.  P.)t  1  nil  (1^  mam,).  &>  P.,  5-20  mins, 

LiKtHMnnm  CAMrmamm.  wDphorated  oil  (U.  &     B.  P.). 

'   "Sam  Ctm^kam  AMmcmiahm  (B.  P.),  ompoond  camphor  liniment. 

V  Caimou  CcMOOttra  (B.  P.),  paimne,  contama  1  part  of 


mi  ti^tun.v  ut  SQOQ^  u      each  fluid  dradxm  ib  eqinvuBt  to  }  gnun  of  opium, 

QMUjpKor  k  also  an  ingredient  in  the  camphorated  tincture  of  opium,  or 
pill§>n<  {V.  S«      and  in  eoap  Uaiiorai  and  chloroform  Hzdment. 

HMM  {II  S.  B.  P.)  (Ci*Hi^),  a  vtearoptene  obtained  from  the  oil  of 
MMMtali*  ivuaisU  of  oolorlees  cfyttals  slightly  soluble  in  water,  freely  Boluble 
ImMM  w  ether. 

IhMftpoutto  HsoB. — CaiDphor  is  used  externally  in  the  form  of  the 
Itivluirut  or  spirit  as  a  mild  ruWacient  in  bruises  and  sprains,  and 
aUt  111  destroy  parasites-  Internally  the  spirit  13  prescribed  aa  a 
*»armlimtive  and  as  an  intestinal  disinfectant.  It  is  frequently  given 
to  |ir«ivt'iit  "chill,"  and  may  relieve  the  congestion  of  mternal  organs 
tlinui^})  ililating  the  sktn  vessels. 

I'luTe  is  no  reason  to  believe  that  camphor  in  even  the  largest  thera- 
(tpulic  doses  has  any  effect  after  absorption  except  a  alight  dilatation 
ot  the  skin  vessels^  and  it  is  possible  that  this  also  may  arise  from  its 
MMtric  effects.  Its  former  uses  in  hysteria,  epilepsy  and  other  nervous 
dUorders,  as  an  aphrodisiac  and  as  an  anaphrodisiac  were  all  equally 
Irrational;  if  any  improvement  occurred,  it  was  due  to  hypnotic 
miggcstion  and  not  to  the  action  of  the  drug. 

It  has  been  used  in  unconsciousness  and  collapse  arising  from  different 
causes,  and  in  the  depression  and  weakness  of  acute  fevers.   In  many 
of  these  cases,  a  marked  improvement  in  the  puke  is  said  to  have  been 
observed:  this,  like  the  similar  improvement  seen  after  alcohol,  may 
perhaps  be  explained  by  its  action  as  a  local  stomachic  irritant  produc- 
I    ing  changes  in  the  circulation  refiexly.    Solutions  of  camphor  have 
I    been  injected  subcutiuieously  in  these  cases,  but  they  cause  pain  and 
1   swelling  at  the  point  of  Injection. 

Camphor  b  often  prescribed  in  expectorant  mixtures,  especially 
^febcombination  with  opium,  as  in  paregoric. 
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Menthol  is  used  almost  exclusively  for  its  effects  on  the  sensory 
nerve  terminations,  and  is  applied  by  rubbing  the  crystak  or  sticks 
on  the  skin  in  case  of  headache  and  neuralgia. 

Bomeol  and  monobromated  camphor  are  entirely  superfluous.  The  latter 
was  at  one  time  used  as  a  sedative  in  nervous  excitement,  but  does  not  seem 
to  have  been  at  all  beneficial  and  has  fallen  into  disuse. 
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3*  Kther  and  Chloroform  (Local  Action). 

In  addition  to  their  use  as  anaesthetics,  chloroform  and  ether  are 
sometimes  prescribed  for  the  same  purposes  as  the  volatile  oik. 
Chloroform  has  a  hot,  sweetish  taste,  while  ether  is  bitter  and  suffo- 
cating in  the  mouth;  a  sensation  of  heat  and  often  of  pain  in  the 
stomach  follows  when  they  are  swallowed,  and  chloroform  may  cause 
gastric  irritation  and  catarrh  when  given  undiluted.  When  etiier  has 
been  exposed  to  air  and  sunlight  and  to  a  varying  temperature,  it  may 
contain  acetaldehyde  and  peroxide  bodies,  which  render  it  more  irritant 
to  the  mucous  membranes.  The  whole  effect  is  similar  to  that  produced 
by  the  volatile  oils,  but  absorption  probably  takes  place  more  rapidly. 
On  the  skin,  ether  evaporates  too  rapidly  to  cause  much  irritation, 
but  chloroform  is  occasionally  used  as  a  rubefacient  in  the  form- of  a 
liniment. 

Preparations. 

The  pure  substances  may  be  administered  by  the  mouth,  but  more  frequently 
other  preparations  are  prescribed. 
Chloroform,  0.3  mil  (5  mins.). 
jSther,  1  mil  (15  mins.). 

SpiRrrus^aiTHBius  (U.  S.  P.,  B.  P.),  Hoffmann's  drops,  4  mils  (1  fl.  dr.).  B. 
P.  20-40  mins. 

Spiritds  Chloboformi  (U.  S.  P.,  B.  P.),  2  mils  (30  mins.)  (5-20  m.  for  re- 
peated doses,  B.  P.)- 

Agtia  Chlarofarmi  (U.  S.  P.,  B.  P.). 
UnimerUum  Chloroformi  (U.  S.  P.,  B.  P.). 

Tharapeotte  Uses. — These  preparations  are  used  for  the  same  pur- 
poses as  the  corresponding  preparations  of  the  volatile  oik.  Thus  the 
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spirits  may  be  prescribed  as  carminatives  or  in  colic,  while  the  liniment 
is  used  as  a  counter-irritant.  Chloroform  water  Is  an  antiseptic  of 
coDsiderabJe  power,  but  is  too  volatile  for  surgical  use. 

Spirits  of  ether  and  ether  itself  are  often  given  internally  or  sub- 
cutaneously  in  cases  of  shock  or  sudden  collapse  in  the  same  \^'ay  as 
brandy  or  whiskey,  though  Elfstrand  states  that  ether  injected  hypo- 
dermically  has  no  effect  on  the  heart  or  blood-pressure;  spirits  of 
ether  contains  a  much  larger  percentage  of  alcohol  than  ordinary 
whiskey.  Both  ether  and  chloroform,  but  more  especially  the  latter, 
have  been  used  internally  for  tapeworm  with  success.  There  is  always 
some  danger,  however,  that,  besides  destroying  the  parasite,  they  may 
cause  irritation  and  lasting  injury  to  the  intestinal  wall. 

Hoffmann's  drops  is  a  favorite  carminative,  and  is  often  added  to 
other  drugs  to  lend  them  an  agreeable  odor  and  taste.  It  is  also  used 
in  dilution  as  a  stimulant  in  the  same  indefinite  w^ay  as  wine  and  spirits, 
and  its  large  i?ercentage  of  alcohol  entitles  it  to  be  ranked  among  the 
alcoholic  preparations. 

Spirit  of  ether  is  used  occasionally  in  expectorant  mixtures  and  is 
believed  to  increase  the  bronchial  secretion. 

Ether  evaporates  very  rapidly  and  leaves  a  sensation  of  cold,  and 
when  thrown  on  the  skin  in  a  fine  spray  it  produces  sufficient  cold 
to  numb  sensation  in  the  part  and  allow  of  minor  surgical  operations 
(see  uses  of  cocaine).  Instead  of  ether  still  more  volatile  substances, 
auch  as  ethyl  chloride  (boiling  point  12.5°  C),  methyl  chloride  (boiling 
point  —23"  C.)  and  liquefied  carbon  dioxide  have  been  introduced. 
These  are  supplied  in  pressure  cylinders,  and  are  atlowetl  to  escape 
against  the  skin. 

The  local  anaesthesia  produced  bears  no  relation  to  their  action  when 
inbaledi  but  is  due  simply  to  the  cold  produced  by  their  evaporation* 
The  vessels  of  the  part  contract,  and  the  absence  of  blood  and  hardness 
of  the  tissues  facilitate  some  operations,  but  the  subsequent  reaction 
is  liable  to  produce  considerable  soakage  of  blood  from  the  wound. 
The  cold  elicited  ought  not  to  be  great  enough  to  actually  freeze  the 
tissues,  otherwise  the  healing  may  be  slow.  The  intense  cold  is  often 
quite  as  painful  as  the  operation  itself  would  be  without  any  anaesthetic. 

4.  Malodorous  Volatile  Oils. 

Some  of  the  volatile  oils  differ  from  the  others  in  possessing  an  odor 
which  is  dbagreeable  and  nauseating  to  most  people,  although  not  to 
all-  The  best  knoiAH  of  these  are  the  OiU  of  Asafmiida  and  Valerian. 
The  former  occurs  along  with  resins  and  gums  exuding  from  some 
species  of  Ferula,  and  contains  several  organic  sulphur  compounds,  to 
which  it  owes  its  odor.  Oil  of  Valerian,  from  Valeriana  officinalis,  is 
almost  without  odor  w^hen  freshly  distilled,  but  when  kept  for  some 
time  and  exposed  to  the  air,  it  assumes  a  somewhat  unpleasant  pene- 
trating odor.  It  contains  two  terpenes,  borneo-camphor,  and  numerous 
esters  of  formic,  acetic  and  valerianic  acid.   While  both  of  these  oils 


VOLATILE  OIL  SERIES 


75 


are  generalJy  regarded  as  possessing  very  unpleasant  odors,  asafoetida 
II  used  in  India  as  a  condiment,  and  valerian  was  formerly  used  in 
England  as  a  perfume.  Another  drug  of  the  same  kind  formerly  in 
use  is  Sumbul,  the  root  of  Ferula  Sumbul. 

Asafoetida  and  valerian  are  used  in  hysterial  affections,  and  the 
benefits  accruing  from  their  administration  have  generally  been 
attributed  to  the  mental  impression  produced  by  their  unpleasant  odor 
and  taste,  and  not  to  any  action  they  produce  after  absorption. 

The  ordinary  valerianic  salts  have  no  further  effects  than  other 
salts  of  the  acetic  acid  series,  so  that  it  is  quite  irrational  to  use  such 
bodies  as  valerianate  of  quinine  for  their  action  in  hysteria. 

Asafcetida  is  abo  used  like  the  other  volatile  oils  as  a  carminative 
and  as  an  expectorant,  and  the  emulsion  is  given  by  the  mouth  or  in 
«n  enema  to  relieve  abdominal  distention. 

Preparations. 

Asafcstida  (U.  S.  P.)»  a  mixture  of  volatile  oil,  gum,  and  r^dn  from  Ferula 
fi£ttda  and  other  species.   0.25  G.  (4  ktaO 
Emidmm  AsaftBlidw,  15  mils  (4  S.  ctra.]* 
PiltUa  AKifatidiE^  2  pilJa. 
Tinclura  jlsaWijop,  1  mil  (IS  mina.). 

AsafeCida  (B.  P.),  a  gum-resin  obtained  from  the  root  of  Ferula  fcetida  and 
probably  other  species.    5-15  grs. 
Tiiictura  Asafeiida,        fl,  dr, 
Pitula  Aloes  ei  Asafetidte,  4-8  gra. 

SpirUui  Ammonia  Fetldus,  20-40  mina,  for  repeated  adauoiatration;  for  a 
single  admmistratioa  60-90  mins. 

Valeriana  (U.  3.  R),  Taleriaw  El^oma  (B,  valerian,  the  rhizome  and 
roota  of  Valeriana  afficiaalia.    Dose,  2  G.  f30  grs.) 

Tinetura  VaUriatuE  (U.  S.  P.),  4  mils  (1  fl.  dr). 

Tincfura  ValenaTV£  AmmonifUa  (U.  S.  P.,  B.  P.),  2  mils  (30  mina.).  B.  P., 
i-1  fl-  dr. 

m  SKIN  XREITANTS  AND  COONTER-IKRITATIOK. 

The  practice  of  applying  irritants  to  the  skin  in  internal  diseases 
one  of  great  antiquity.  The  theories  on  which  tlus  therapeutic 
method  is  based  have  change<1  with  the  advance  of  medical  knowledge, 
until,  no  explanation  satisfactory  to  modern  scepticbm  being  forth- 
coming, the  use  of  these  remedies  has  fallen  into  a  certain  disrepute 
in  the  last  few  years.  The  old  theory  of  revulsion  or  derivation  was  at 
Erst  based  on  the  belief  that  disease  was  a  malignant  entity  or  humor, 
which  might  be  drai^Ti  from  the  deeper  organs  to  the  surface  by  means 
of  irritation  of  the  skin.  Later,  it  was  supposed  that  the  congestion  of 
the  diseased  organs  might  be  relieved  by  the  withdrawal  of  fluid  to 
the  skin,  and  this  belief  has  been  held  in  more  or  less  modified  forms  in 
quite  modern  tim^.  In  addition,  it  was  recognized  ver>-  early  that 
irritation  of  the  skin  relieved  pain  in  many  instances.  The  means  by 
M'hich  the  skin  irritation  was  attained  were  extremely  numerous  and 
varied;  large  numbers  of  drugs  have  been  used,  and  in  addition  mechan- 
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ical  devices  of  all  kinds  were  employed,  such  as  burning,  electrical 
currents,  or  the  introduction  of  setons.  In  many  of  these  the  idea  of 
irritation  was  combined  with  that  of  leaving  a  way  of  escape  for  humors. 
This  latter  is  only  of  historical  interest,  but  the  practice  of  relieving 
Interna]  organs  by  external  irritation  or  counter-irritation  persists  still, 
and  perhaps  merits  more  attention  than  it  receives  at  the  hands  of 
many  physicians, 

The  effects  of  an  irritant  applied  to  the  skin  are  local  and  remote. 
The  first  s^'mptoms  of  irritation  are  congestion  and  redness  of  the 
partj  and  many  drugs  which  produce  only  this  degree  of  irritation  in 
ordinary  circumstances,  are  known  as  Rubefacients.  Stronger  irritants 
cause  blistering,  and  are  called  VesimntSt  while  some  drugs  which 
cause  irritation  and  small  discrete  suppurations,  receive  the  name  of 

Local  Symptoms.— The  application  of  an  irritant  to  the  akin  causes 
a  feeling  of  warmth^  and  often  of  itching,  which  may  later  become 
intensified  into  actual  pain.  The  skin  becomes  red,  congested,  warm, 
and  at  first  is  more  sensitive  to  touch  and  painful  stimuli,  though 
the  sensitiveness  is  aftenA^ard  lessened.  This  condition  persists  for 
a  longer  or  shorter  time  according  to  the  nature  of  the  irritant,  and 
then  passes  off  slowly.  Very  often  desquamation  follows^  if  the  rube- 
facient has  acted  for  some  length  of  time.  Stronger  irritation  is  followeil 
at  first  by  the  same  results,  but  soon  small  globules  of  fluid  appear 
below  the  epidermis,  and  these  coalesce  so  as  to  form  a  large  accumula- 
tion of  fluid,  which  raises  the  epidermis  completely  off  the  true  skin^ 
forming  a  blister.  If  the  irritant  be  removed,  the  fluid  of  the  blister 
undergoes  a  slow  absorption,  so  that  in  the  course  of  a  few  days  the 
epidermis  forms  an  empty  sack,  which,  however,  is  not  obHterated  by 
the  adhesion  of  the  walls.  If  the  blister  be  opened,  the  sensitive  dermis 
is  exposed,  and  the  secretion  of  fluid  continues  for  some  time,  until  a  new 
epidermis  has  been  formed. 

The  distinct  and  separate  points  of  Inflammation  caused  by  the 
pustulants  are  due  to  their  aifecting  the  orifices  of  the  skin  glands 
and  not  intert'cning  tissue.  This  has  been  ascribed  in  some  instances 
to  the  drug  being  rendered  irritant  at  these  points  by  the  presence 
of  acids  formed  by  the  decomposition  of  the  sebum  and  perspiration; 
a  simpler  explanation  is  that  the  pustulants  cannot  pass  through  the 
horny  epidermis,  but  act  as  irritants  wherever  they  come  in  contact 
with  Uving  tissue,  that  is,  at  the  orifices  of  the  glands.  They  cause  the 
same  sensation  of  warmth  and  prickling  of  the  skin  as  the  other  irritants, 
but  even  in  the  earlier  stages  of  their  action  small,  dark-red,  raised 
points  are  observed,  exactly  as  in  some  of  the  exanthemata,  and  these 
afterwards  form  small  abscesses.  If  the  application  be  persisted  in, 
these  discrete  abscesses  may  burst  through  the  intervening  tissues  and 
become  coikfluent,  and  large  abscesses  have  thus  been  formed  in  the 
skin.  When  the  irritant  is  removed  before  the  formation  of  pus,  the 
inflammation  of  the  ducts  slowly  subsides  and  the  epidermis  peels  off 
as  after  the  milder  irritants,   Pustulants  are  seldom  employed  at  the 
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present  time;  croton  oil  applied  vigorously  may  induce  pustulation, 
and  tartar  emetic  was  formerly  largely  used  for  this  purpose. 

The  local  effects  of  the  rubefacients  and  vesicants  are  identical 
with  those  of  acute  inflammation*   The  pain  and  discomfort  are  due 

the  action  on  the  nerve  terminations,  while  the  redness  and  swelling 
betray  the  local  dilatation  of  the  vessels*  This  latter  appears  to  be 
due  to  a  reflex  from  the  sensory  terminations  to  the  vasodilator  nerve 
ends  on  the  vessels;  the  central  nervous  system  is  not  involved  in  this 
refle^Cr  for  it  occurs  after  division  of  the  nenes  of  the  part,  but  not 
after  the  peripheral  fibres  have  degenerated;  it  is  thus  of  the  nature  of 
an  axon  reflex  (Bruce).  The  dilatation  of  the  vessels  and  the  slownng 
of  the  blood  current  in  them  lead  to  the  transudation  of  fluid  and 
leucocytes  into  the  tissues,  especially  at  the  points  where  the  irritation 
is  greatest,  and  the  accumulation  eventually  pushes  off  the  horny 
epidermal  layer  from  the  living  layers  and  forms  a  blister.  The  fluid 
in  the  blister  has  been  shown  to  contain  some  of  the  irritant,  which 
diiTuses  into  it  through  the  epidermis.  The  [Edema  and  swelling  is  not 
conSned  to  the  skin,  but  extends  into  the  subcutaneous  tissue  and  the 
more  superficial  layers  of  muscle. 

If  the  irritation  be  continued  long  enough,  suppuration  may  com- 
mence in  the  blister  and  lead  to  deep  erosion  of  the  tissues. 

Eemot«  Action^ — Local  irritation  cannot  exist  without  causing 
certain  general  changes  which  affect  the  whole  organism,  and  which 
arise  from  the  reflex  stimulation  of  various  centres  in  the  medulla 
oblongata.  Attempts  to  base  the  explanation  of  counter-irritation 
on  these  general  effects  have  all  failerl,  however,  and  many  of  them 
arc  elicited  only  by  widespread  irritation  or  by  more  intense  localized 
irritation  than  is  induced  by  ordinaiy  therapeutic  methods. 

The  centres  involved  are  those  regulating  the  heart,  the  tone  of  the  vesaela, 
Mid  the  respiration.  Moderate  irril^ition  of  the  akin  causes  an  acceleration  of 
the  hearfc-rhythmf  while  more  powerful  irritation  alowB  the  heart  through  the 
inhibitoiy  centre.  The  blood-pressure  measured  in  the  arteriea  is  considerably 
increased  by  ordinary  irritation  of  the  skinj  but  if  it  be  very  severe  or  wide- 
spread, the  alownesa  of  the  pulse  may  cause  a  fall  of  tenaion.  This  increase  in 
the  blood-pressure  is  due  to  the  reflex  stimulation  of  the  vasomotor  centre, 
which  causes  a  conatnction  of  the  arterioles  of  the  abdominal  organs  chiefly, 
while  the  vessels  of  the  limfcs  and  probably  those  of  the  skin  are  not  contracted. 
The  result  is  that  more  blood  is  supplied  to  the  muscles  and  Bkin  and  less  to 
the  internal  organs  than  normally. 

The  electa  of  skin  irritation  on  the  respiration  are  less  uniform.  In  the 
rabbit  the  breathing  is  aomettmes  accelerated,  sometimes  aEowed  by  mild 
stimulation,  while  stronger  stimuli  seem  to  slow  it  alwaya.  The  eSect  of  the 
application  of  skin  irritants  on  the  respiration  in  man  has  not  been  observed 
accurately,  but  that  sudden  stimulation  of  the  skin  causes  gasping  and  irregular- 
ity of  the  respiration,  may  be  observed  whenever  cold  water  comeg  in  contact 
with  the  more  s&nsitive  parU  of  the  body. 

Some  change  in  the  temperature  of  the  body  has  been  observed  when  the  skin 
is  irritated,  but  in  man  this  ia said  to  amount  to  less  than  0,  as  a  general  rule. 
The  internal  heat  tends  to  fall,  while  that  of  the  skin  rtsea,  from  the  change  in  the 
distribution  of  the  blood  which  haa  been  descritjed  above. 

The  metabolism  has  been  found  to  be  altered  by  the  application  of  irritanta 
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Xioeal  Action. — Camphor  13  possessed  of  some  antiseptic  action^ 
although  it  is  much  weaker  than  some  of  the  bodies  of  the  carbolic  acid 
group,  and  also  than  many  of  the  volatile  oils.  Leucocytes  cease  their 
mo^'ements  at  once  when  exposed  to  camphor  solutions  or  vapor,  and 
Darwin  found  that  it  acts  as  a  stimulus  to  the  tentacles  of  Drosera,  an 
insectivorous  plant,  and  apparently  renders  them  more  sensitive  to 
mechanical  irritation. 

Camphor  produces  redness  and  a  feeling  of  warmth  when  rubbed 
into  the  Skin,  Sometimes,  however,  a  distinct  sensation  of  cold  may 
be  experienced,  providing  the  rubbing  is  not  too  energetic.  Menthol 
generally  induces  this  feeling  of  cold,  accompanied  by  more  or  less 
prickling,  and  afterward  by  heat  and  burning.  The  cold  is  not  due 
to  cooling  of  the  skin,  for  the  vessels  of  the  part  are  dilated,  and  the 
thermometer  indicates  a  higher  skin  temperature  there  than  in  other 
parts  of  the  body.  It  has  been  ascribal  to  menthol  being  more  irritant 
to  the  terminations  of  certain  nerves  which  convey  the  sensation  of 
cold  than  to  those  of  the  heat  nerves  and  pain  nerves,  but  this  is  denied 
by  Rollett  who  states  that  menthol  acts  only  on  the  terminations  of 
the  nerves  of  common  sensation  or  pain.  A  feeling  of  numbness  and 
partial  ansesthesia  follows  its  application  after  some  time,  and  a  10  per 
cent,  solution  has  been  found  to  produce  anaesthesia  of  the  cornea, 
which,  however,  is  preceded  by  pain  and  smarting. 

When  taken  internally,  camphor  acts  as  an  irritant  and  carminative 
on  the  mucous  membranes  like  the  volatile  oils;  it  has  a  hot,  bitter 
taste,  and  induces  in  small  quantities  a  feeling  of  warmth  and  comfort 
in  the  stomach,  while  after  large  doses  nausea  and  vomiting  may  be 
caused  by  gastric  irritation.  Some  dilatation  of  the  skin  vessels  follows 
after  it  is  swallowed,  with  a  sense  of  warmth;  this  may  probably  arise 
refiexly  from  the  action  in  the  stomach,  and  is  comparable  to  the  dila- 
tation under  alcohol  and  other  slight  gastric  irritants.  No  other 
effects  follow  the  use  of  camphor  in  therapeutic  doses. 

When  large  quantities  are  taken^  they  are  rapidly  absorbed  and  induce 
headache,  a  feeling  of  warmth,  confusion,  and  excitement  in  man,  with 
slowing  of  the  pulse  and  flushing  of  the  skin.  This  excitement  may  be 
shown  in  hilarity  and  delirium  with  hallucinations,  in  restlessness,  or  in 
sudden  violent  movementSj  which  pass  into  epileptiform  convulsions. 
These  alternate  with  pauses  of  quiet  and  unconsciousness,  which  become 
longer  until  the  patient  sinks  into  complete  stupor.  In  some  cases  of 
poisoning  no  excitement  is  observeti^  the  pattent  falling  into  a  condition 
of  drowsiness,  unconsciousness  and  stupor  immediately.  In  the  lower 
mammals,  camphor  induces  very  similar  symptoms^  wild  excitement 
and  epileptiform  convulsions,  followed  by  depression,  stupor,  collapse, 
and  death  from  failure  of  the  respiration.  Not  infrequently,  however, 
the  respiration  ceases  during  a  convulsion  and  fails  to  return  when  it 
passes  oif. 

In  the  frog  no  excitement  is  observed  except  from  the  local  irri- 
tation; the  animal  falls  into  a  condition  of  depression,  in  which  no 
spontaneous  movements  are  made,  although  the  reflexes  seem  to  be 
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little  affected  at  first.  I^ater,  the  reflexes  disappear  and  the  animal  lies 
completely  paralyzed. 

Actian:  Central  Nenrons  Srstem^ — Tn  the  hog  camphor  depresses  the  br^n 
and  later  tlie  spinal  cordt  sg  that  the  action  la  a  descending  paral^'iais  almilar 
to  that  seen  under  chloroform  and  other  anse^hetics;  thujon  often  induces 
violent  spasms,  which  appear  to  arise  from  stimulatton  of  the  spinal  cord  and 
medulla  cblongata. 

The  convulsions  in  mammals  are  certainly  not  due  to  any  a^ion  on  the  spinal 
cord,  but  to  jstimulation  of  the  higher  areaa  of  the  nervous  ajds.  The  cerebral 
eortex  ia  involved  in  the  action,  for  the  couvulaiooa  are  less  marked  on  its 
removal;  but  in  the  lower  mammals  the  chief  action  seems  to  be  exerted  on  the 
nerv^ous  centres  situated  between  the  cerebral  peduncles  and  the  medulla 
oblongata.  It  ia  not  improbable  that  In  man  the  cerebral  action  may  be  more 
to&rked  than  that  on  the  lower  areas,  for  od  des<%ndiiiK  lower  in  the  scale  it  is 
found  that  the  cerebral  action  becomes  less  evident;  thus  in  birds  the  removal 
of  the  cerebrum  seems  to  have  no  effect  on  the  convulsions.  The  loss  of  con- 
sciousness and  the  stupor  observed  in  man  and  the  higher  animals  poiat  to  a 
final  paraly^  of  the  cerebral  cortex.  Later  the  spinal  cord  and  tbiie  medulla 
are  paral^^ed  and  respiration  ceaaes;  some  observers  state  that  the  reBexea 
of  the  spinal  cord  are  first  augniented  by  large  doses  of  camphor  but  others 
describe  depression  as  the  first  restdt. 

The  TenmnatioDS  of  the  Motor  Nerves  ht^  paralyzed  in  the  frog  by 
large  doses  of  camphor,  but  not  in  mammals.  The  Musdes  are  weakened  and 
paralysed  when  they  are  (Urectly  exposed  to  its  solutions  or  vapor. 

The  Heart  is  sometimes  slowed  by  camphor  and  its  allies  in  man  and  animals, 
but  is  generally  Uttle  affected  in  either  strength  or  rate.  It  has  been  stated 
that  the  heart  has  leas  tendency  to  pass  into  fibrillation  under  camphor,  but 
this  is  not  confirmed.  Similarly,  camphor  has  been  credited  with  dilating  the 
coronary  vessels  and  thus  promoting  the  nutrition  of  the  heart,  but  according 
to  Meyer  this  occurs  onh'  under  poisonous  quantities  and  is  therefore  devoid 
of  therapeutic  interest.  In  the  frog  camphor  appears  to  have  some  stimulant 
action  on  the  heart  muscle  when  directly  applied  to  it,  but  in  mammals  il^ 
effects  on  the  heart  in  therapeutically  po^ble  amounts  are  trifling  or  entirely 
negative. 

In  mammals,  camphor  may  reduce  the  blood-pressure,  though  there  is 
sometimes  a  transient  rise  at  hrst.  The  slight  fall  in  pressure  appears  to  be 
due  to  dilatation  of  the  peripheral  vessels  through  direct  action  on  their  walls; 
the  pulmonary  vessels  share  m  this  dilator  action.  The  vasomotor  centre  is  not 
affected  directly  by  small  doses.  When  sufficient  camphor  is  given  to  cause 
oonvulsions,  great  variations  in  the  blood-presaure  occur,  a  very  marked  rise 
being  observed  dtiring  the  convulsive  attacks,  whjle  in  the  intervals  it  falls 
to  below  the  normaJi  height;  these  variations  appear  to  arise  from  a  direct  action 
OD  the  vasomotor  centre,  which  partakes  in  the  general  stimulation.  The  slight 
dilation  of  the  vessels  is  the  only  change  in  the  circulation  observed  after 
camphor,  unless  when  quantities  sufhcient  to  cause  convulsions  are  injected. 

The  Bespiratkm  is  scarcely  altered  by  camphor  given  in  ordinarj'  quantities. 
During  the  convulsions  it  is  arrested,  while  in  the  intervals  it  may  be  accelerated 
from  the  muscular  exertion  during  the  spasms. 

The  normal  Temperatore  is  not  affected  by  camphor,  but  in  fever  it  acta 
as  an  antipyretic,  like  many  other  aromatic  bodies. 

Camphor  is  partmlly  oxidised  in  the  tissues,  forming  cam^horol  (Ct4Ht»0i). 
which  IS  Excreted  in  the  urine  in  oombination  Miih  glycurooic  add,  as  a-  ana 
^^^ampbogtycurvnic  acid,  and  also  in  part  in  combination  with  a  nitrogenous 
body,  which  is  probably  uramidoglycuronic  acid.  Camphorot  acts  like  cam- 
phor, but  its  glycurontc  acid  combinations  are  inactive,  so  that  the  effects  of 
camphor  ps£S  o&  quickly  in  such  Animala  as  the  dog,  in  which  these  combina- 
tions are  rapidly  formed « 
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applied  to  the  abdomen  produce  evacuation  of  the  bowels.  The  most 
obvious  effect  of  counter-irritation  very  often  is  the  relief  of  pain,  and 
this  seems  explicable  in  the  light  of  the  observations  of  Mackenzie 
and  Head.  For  if  the  pain  in  visceral  disease  b  due  to  the  disorder 
of  the  synapses  in  the  spinal  cord  at  the  level  at  which  the  fibres  from 
the  viscus  and  from  the  superficial  tissues  meet,  it  is  possible  that 
new  impulses  reaching  this  area  from  the  skin  may  alter  its  condition 
or  may  occupy  a  common  path  to  the  brain  to  the  exclusion  of  impulses 
arising  from  Uie  seat  of  disease. 


Fia.  2 


The  right  side  is  divided  into  sesments  which  correspond  to  acme  of  the  skin  areas 
in  which  Head  found  tenderness  in  internal  diseases.  1.  Area  of  tenderness  in  disease 
of  the  lungs.  2.  In  diseases  of  the  stomach.  3.  In  ovarian  disease.  4.  In  disease  of  the 
Fallopian  tubes  and  other  appendages.  On  the  left  side  are  represented  the  points  of 
application  of  counter-irritants  in  disease  of  the  lungs  (A),  of  the  Btomach  (B),  of  the 
ovary  (C).  and  the  uterine  appendages  (Z>). 

Besides  these  physiological  effects  of  counter-irritation,  it  must  not 
be  forgotten  that  a  great  impression  is  produced  on  the  patients,  and 
that  some  of  the  benefit  may  be  due  to  hypnotic  suggestion. 

Therapeutic  Uses.  —  Local  irritants  are  applied  occasionally  to  pro- 
duce an  alteration  in  the  nutrition  and  blood  supply  of  the  skin  itself 
and  of  the  subcutaneous  tissues.  Thus  in  some  chronic  inflanmiatory 
conditions,  with  effusions  into,  or  indurations  of  the  subcutaneous 
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tissues,  the  iraprovement  of  the  circulation  produced  by  slight  irritation 
may  be  of  benefit.  An  example  of  this  is  the  treatment  of  ulcers  of 
old  standing  with  irritants.  Another  case  in  which  a  slight  inflam- 
matory attack  causes  very  obvious  improvement,  is  in  corneal  opacity, 
which  may  be  removed  entirely  in  some  cases  by  the  acute  inBam- 
matory  reaction  produced  by  such  irritants  as  abrin.  Probably  a 
similar  effect  is  produced  on  subcutaneous  effusions,  as  in  bruises. 
Some  interesting  experiments  on  this  subject  have  recently  been  per- 
formed by  Wechsberg,  who  induced  suppuration  in  both  hind  legs  of 
rabbits  by  the  injection  of  irritants  and  then  treated  the  one  leg  by  the 
application  of  various  irritants  to  the  skin^  while  the  other  was  left 
untreated  as  a  control  He  invariably  found  the  abscess  of  the  leg 
subjected  to  treatment  less  extensive  and  showing  a  greater  tendency 
to  heal  than  the  other,  and  accounts  for  this  by  the  oedema  induced  by 
the  skin  irritant  diluting  the  original  irritant  and  promoting  its 
absorption.  The  increased  blood  supply  lea^Is  to  a  larger  supply  of 
leucocytes  and  protective  substances  around  the  inflammation  than 
would  otherwise  be  present.  He  found  that  the  absorption  of  pigments 
from  the  rabbit's  ear  was  much  accelerated  by  the  application  of 
irritants  to  the  skin  over  the  part*  and  cites  this  as  evidence  that  toxins 
are  removed  more  rapidly  under  similar  treatment.  For  these  purposes 
only  the  milder  irritants  are  requirec^;  in  fact,  vesication  may  do  more 
harm  than  gootl.  Mild  irritation  alters  the  sensitiveness  of  the  sen- 
sory organs  of  the  skin,  and  heat  is  often  applied  to  alleviate  pain  and 
discomfort  in  the  skin  itself.  In  other  instances  pain  is  increased  by 
heat,  and,  in  fact,  it  is  sometimes  applied  in  the  treatment  of  local 
anaesthesia,  with  the  object  of  rendering  the  surface  more  sensitive. 
In  many  forms  of  skin  disease,  mild  irritants  are  found  to  be  of 
benefit;  this  is  sometimes  attributed  to  their  antiseptic  action,  but  the 
slight  irritation  is  undoubtedly  of  some  importance. 

Counter-irritants  are  used  in  a  large  number  of  diseases,  often 
without  any  definite  idea  of  what  precise  effects  they  will  elicit,  but 
merely  because  they  have  been  found  to  give  relief  in  similar  conditions. 
As  a  genera]  rule  they  are  placed  over  the  affected  organ*  and  this 
corresponds  fairly  in  most  cases  of  disease  of  the  trunk  with  Head's 
area  of  skin  tenderness.  In  the  head,  however,  the  segmental  arrange- 
ment has  been  rendered  very  irregular  by  the  compression  in  develop- 
ment, and  counter-irritants  are  often  found  to  be  most  effective  when 
placed  at  some  distance  from  the  seat  of  pain,  g,,  behind  the  ear 
in  some  forms  of  facial  neuralgia.  They  are  used  in  acute  inflammation 
of  the  lungs  and  pleura,  in  gastric  disorders  accompanied  by  much 
pain,  in  colic  and  in  neuralgia  and  neuritis.  Their  action  is  very  uncer- 
tain, but  their  apphcation  is  often  foUowetl  by  great  relief,  more  espe- 
cially of  pain.  They  are  also  used  occasionally  in  shock  or  collapse, 
not  for  their  effect  on  any  individual  organ,  but  to  elicit  the  reflex 
alterations  in  the  circulation  which  ha\'e  already  been  described-  A 
blister  is  often  recommended  in  internal  hipmorrhage,  and  may  very 
possibly  lessen  the  bleeding  by  altering  the  distribution  of  the  blood 
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in  the  organs^  although  it  is  difficult  to  estimate  how  far  the  improve- 
ment  is  due  to  the  remedy  and  how  far  it  is  spontaneous.  In  order 
to  produce  any  marked  effect  on  internal  organs,  the  more  powerful 
irritants  must  be  used,  such  as  mustard  or  cantharides.  It  is  not 
necessary,  however,  to  produce  actual  vesication  in  the  great  majority 
of  cases.  Formerly  blisters  were  opened  and  fresh  irritants  applied 
on  the  raw  surface  in  order  to  prolong  the  effects,  but  this  treatment 
was  extremely  painful,  besides  being  liable  to  set  up  suppuration  and 
ulceration,  and  it  is  very  questionable  whether  any  equivalent  benefit 
followed* 

Counter-irritation  must  be  applied  only  with  the  greatest  caution  In 
weak,  badly  nourished,  or  very  old  persons,  as  it  may  cause  sloughing. 
In  diabetes,  the  tendency  to  gangrene  eontra-indicates  blistering,  and 
in  very  young  children  only  mild  irritants  are  used. 
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An  enormous  number  of  drugs  produce  irritation  of  the  skin,  and  it 
would  be  idle  to  attempt  to  enumerate  them  here.  In  many  instances, 
however,  the  irritant  action  is  insignificant  in  comparison  with  the 
other  effects  produced,  and  these  will,  therefore,  be  discussed  else- 
where; among  these  are  found  some  of  the  alkaloids,  the  acids  and 
alkalies,  and  many  other  inorganic  preparations-  Irritation  of  the 
skin  may  also  be  produced  by  heat  and  cold,  and  in  fact  burning  in 
various  forms  was  formerly  used  as  a  means  of  counter-irritation. 
Heat  is  still  employed  to  cause  irritation  of  the  skin  and  subcutaneous 
tissuesj  and  to  promote  their  circulation*  Thus,  poultices,  and  hot 
water  compresses  are  beneficial  in  many  local  infiammations,  though 
the  same  effects  may  generally  be  obtained  by  the  use  of  the  milder 
irritants.  A  variety  of  apparatus  has  been  devised  for  the  application 
of  air  heated  to  250*^  or  even  higher  to  rheumatic  joints,  but  it 
may  be  questioned  whether  the  results  are  more  favorable  than  those 
obtained  by  poultices  and  other  methods.  Another  method  by  which 
hyperfemia  of  a  whole  limb  may  be  attained  has  been  introduced 
by  Bier,  who  advises  the  application  above  the  seat  of  disease  of  an 
elastic  bandage  which  is  tight  enough  to  retard  slightly  the  venous 
floW|  but  leaves  the  circulation  of  the  limb  otherwise  intact;  satis- 
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factory  results  have  been  recorded  from  this  treatment  in  many  con- 
ditions, and  these  are  generally  ascribed  to  the  accumulation  of  leuco- 
cytes and  alexines  in  the  tissues.  Somewhat  similar  results  may  be 
obtained  in  the  trunk  by  dry  cupping,  in  which  the  blood  is  drawn  to 
the  diseased  superficial  tissue  by  applying  a  glass  tightly  to  the  skin 
and  exhausting  the  air  in  its  interior.  Another  method  by  which 
chronic  inflammatory  conditions  have  been  treated  with  the  view  of 
inducing  an  acute  reaction  ia  the  application  of  solid  carbonic  dioxide; 
this  has  been  employed  chiefly  in  open  wounds  and  in  disease  of  mucous 
membranes. 

Apart  from  those  drugs  in  which  the  irritation  of  the  skin  is  merely 
an  incident  in  a  wider  general  action,  there  are  a  number  of  prepara- 
tions which  are  used  almost  exclusively  for  this  puropse.  They  rnay 
be  divided  into  three  classes;  the  volatile  irritants,  such  as  turpentine 
oil;  the  mustard  series^  some  of  whieii  are  also  volatile;  and  those 
which  arc  either  non-volatile  or  only  boil  at  high  temperatures^  such 
as  cantharidin. 

1.  The  Turpentine  Oil  Group. 

Under  the  volatile  irritants  may  be  included  a  large  number  of  the 
ethereal  oils  and  many  members  of  the  methane  and  of  the  aromatic 
series;  but  among  the  ethereal  oils  those  which  possess  a  low  boiling 
pomt^  that  is^  those  which  contain  a  large  proportion  of  terpene,  with 
comparatively  little  oxygen,  are  found  to  possess  a  more  penetrating 
action  than  the  others.  At  the  same  time,  the  taste  and  odor  of  these 
oils  is  often  less  pleasant  than  that  of  the  others,  so  that  they  are  less 
used  as  flavors  and  carminatives.  The  oils  derived  from  the  Conif- 
ene  have,  for  tliis  reason,  been  more  largely  used  than  the  others  for 
their  effect  on  tlie  skin,  although  several  other  volatile  preparations 
are  recognized  by  the  phannacoi>fi"ia  for  this  purpose.  The  action  of 
these  oils  is  similar  in  other  respects  to  tliat  of  tlie  general  group 
(see  p.  61),  so  that  it  need  not  be  discussed  here* 

Prepakations, 

Ol£um  Tbrebinthin.b  Rectificatum  (U,  S,  P,,  D.  p.),  ih  formed  from 
ordinary  oil  of  turpentine  by  rediatitJatioa  and  consista  of  a  mixture  of  ter- 
penea  (CiiUit).  Dtj^,  0.3  mil  (5  mins.);  as  an  aDthelmintic,  8-15  mil«  (2-4 
n.  dra.)^ 

Kmubum  Old  TerebifOhinat  (U.  S.  P.),  2  miila  (i  fl.  dr.). 
Lininientum,  Ter^nihinm  (U.  S.  P.,  B.  P.). 

Linimeiiium  Tcr^^bintkines  Aceticum  (B,  PO,  ia  formed  by  mixing  turpen- 
tine, glacial  acetic  add,  and  camphor  liniment. 

In  addition  to  these  preparations  the  following  may  be  mentioned  here  afi 
possessing  mmilar  action  and  uses. 

Lmimenhtrn  Chhrnformi  (U.  S.  P.j  B,  P,), 

htnimentum  Vamphortp  (U.  S.  P.,  B.  P.). 

fjmmcntism  CamphorfE  Ammoniatum  {B.  P.). 

lAnimetUum  SaponU  (U.      P,,  B,  P.),  very  slightly  irritant. 

Arnica  atid  iU  preparatioaa  enjoy  a  fiopuJar  Feputatiuti  as  skin  applications 
but  do  not  appear  to  have  any  action  which  entitles  them  to  consideration, 
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Therap«utic  Uses, — Turpentine  oil  is  used  externally  as  a  rubefacient, 
and  differs  from  mustard  and  cantharidin  in  its  greater  penetrating 
power  It  IS  not  30  irritant,  however;  it  blisters  only  after  lonj;f  applica- 
tion, and  the  vesication  produced  is  very  painful  and  heals  slowly, 
from  the  vapor  penetrating  into  the  deeper  tissues.  It  is,  therefore, 
employed  to  produce  rubefaction  only*  and  ought  to  be  removed 
when  this  is  attained.  For  this  purpose  any  of  the  liniments  of  tlie 
group  may  be  employed,  or  a  more  Intense  action  may  be  got  from  the 
turpentine  stupe,"  which  Is  made  by  dipping  flannel  in  hot  water, 
wringing  it  dry,  and  then  dropping  warm  turpentine  oil  on  it.^  Tur- 
pentine preparations  are  used  especially  in  rheumatic  affections  of  the 
joints  or  muscles,  and  in  sciatica.  The  oleoresin  may  be  formed  into 
ointment,  or  plaster,  and  used  as  a  feeble  stimulant  in  skin  diseases. 
Turpentine  oil  is  a  fairly  strong  antiseptic,  and  h  less  irritant  than 
m&ny  of  the  more  powerful  ones.  It  is  often  inhaled  in  lung  diseases 
such  as  tuberculosis  or  gangrene,  and  has  the  effect  of  lessening  the 
odor  in  the  latter;  the  oil  may  be  simply  allowed  to  evaporate*  but  is 
much  more  efficient  when  sprayed  into  the  air.  Many  of  the  resorts 
for  phthiaical  patients  arc  state^l  to  be  rendered  especially  suitable 
for  this  disease  by  the  neighborhood  of  coniferous  forests,  which  are 
supposed  to  dissipate  the  oils  into  the  atmosphere;  but  this  is  probably 
only  an  insignificant  factor  in  the  treatment.  Turpentine  oil  is  occasion- 
ally added  to  baths  in  order  to  cause  a  slight  general  irritation  of  the 
skin,  which  may  be  of  benefit  in  some  skin  diseases  and  also  in  general 
debility  under  certain  conditions;  and  pine-needle  baths  have  some 
reputation  in  Germany  for  the  same  reason,  the  water  being  supposed 
to  extract  the  oil 

Internally,  turpentine  oil  is  occasionally  employed  as  a  vermifuge, 
but  is  inferior  to  other  preparations  used  for  this  purpose.  A  few 
drops  are  often  added  to  purgative  eneraata  to  Increase  their  efficiency- 
It  has  been  given  by  the  mouth  in  order  to  lessen  flatulence  and  to 
disinfect  the  intestine  in  various  diseaseSf  among  others,  typhoid 
fever,  although  its  value  here  is  disputed.  Preparations  of  turpentine 
oil  and  juniper  are  reliable  and  fairly  powerful  diuretics,  but  must 
not  be  prescribed  in  irritation  of  tlie  kidney.  The  turpentine  prepara- 
tions have  a  certain  reputation  as  expectorants,  and  terebene  has  been 
especially  advised  for  this  purpose;  they  are  also  given  internally^ 
as  pulmonary  disinfectants  and  in  neuralgia  and  internal  hemorrhage, 
and  are  probably  entirely  valueless  for  these  purposes.  Old  oil  of 
turpentine  was  formerly  advocated  in  phosphorus  poisoning,  but  this 
treatment  has  proved  to  be  erroneous. 

Along  with  these  may  be  nieiitioned  a  series  of  resiiia  which  Lave  some 
slight  irritating  effect  on  the  akin,  and  have  been  used  in  the  treatment  of 
skin  diseases. 


■Alcohol  bftd  recently  been  applied  id  a  aimilar  way  in  phlegmon  and  other  fortnA 
of  iuflnmm&tion.  Gauxe  ia  soaked  ■□  aicohol  (00-9^6  per  cflnt-),  wrung  out,  wound  round 
Lhe  aflfected  part  and  covered  with  cotton  mud  oil-Krloth. 
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B«BiiiA  (U.  S.  P.,  B.  P,),  redn,  colopKony,  is  the  residue  left  after  distiJUng 
tiff  the  volatile  oil  from  turpentine* 
Ccraium  Renirue  (U.  S.  F,). 

Ernplaatrum  Hesiw  {U.  S,  P,,  B,       adhesive  plaster, 
Ungueriium  R^na  (B.  P.). 

GoAiacum  (U.  S,  P.),  Guaiaci  Rcaina  (B.  P.},  the  rcain  obtained  from  Guaia- 
mm  offieixiale,  contains  several  resinous  acids,  some  volfttiie  oila  and  gums. 
It  is  colored  deep  blue  by  oxidizing  agents* 

Tinctura  Guawci  (U.  S.  P.),  4  mils  (1  fl.  dr.). 

Ti-nctUTo  Guaiaci  Amrru>niata  (U,  S,  P.,  B,  P,),  2  nula  (30  mins,).  B,  P. 
i-1  fl.  dr. 

Myrrha  (U.  S.  P.,  B.  P.)r  a  gumresin  obtained  from  Commiphora  (C  S.  P.), 
from  Balsamodendron  Myrrha  (B.  P0>  containing  a  fimatl  quantity  of  volatile 
oil 

Many  other  resins  have  been  used  in  therapeutics,  but  have  been  aban- 
donedj  a  fate  by  which  these  surWvors  seem  to  be  threatened.  They  are  oe- 
Cflsionally  used  externally  as  mild  irritant  applications  in  akin  affections.  Gal- 
banuto,  Ammoaiacum,  Guaiacutn,  and  Myrrh,  have  been  uaed  inlemany  for 
many  different  purposes,  as  expectorants,  diaphoretics,  diuretics,  aperients, 
and  have  enjoyed  a  reputation  iu  the  treatment  of  amcnorrhcea.  They  may  be 
tised  to  suspend  insoluble  bodies,  as  the  gum  cont-alned  causes  them  to  form 
emulsions  when  water  ia  added. 

2.  Mustard. 

Mustard  occurs  in  two  forms  in  the  pharmacopoeias,  Black  Mustard, 
Sinapis  nigra,  and  White  Mustard^  Sinapis  alba.  Black  Mustard 
contains  a  glucoside,  PotasMunt  Myronate  or  Sinigrint  and  a  ferment, 
Myrosirtf  which  decomposes  it  in  the  presence  of  water  into  dextrose, 
potassium  bisulphate  and  alljl-isosulphocyanate,  or  volatile  oil  of 
mustard. 

BixiiiEria-  Voli,lsle  oU- 

Ci«Hi»KN&Ot*  -  CSNC*H*  4  C#H«0.  +  KHSO* 

Volatile  oil  of  mustard  is  formed  in  various  other  Cruciferae  when  they  are 
mixed  with  water.  Thus  horseradish  root  (Armoraeia,  B.  P.)  contains  it,  while 
the  allied  species  Cochlearia  officinalis  apparently  contains  the  corresponding 
isobutyl  compound* 

White  mustard  contains  another  glucoside,  Sinalbin^  which  is  also 
decomposed  by  the  Myro»in  in  the  presence  of  water.  The  products 
are  entirely  different,  however,  dextrose,  sulphate  of  sinapine  (an 
alkaloid),  and  an  oil  of  mustard  containing  an  aromatic  nucleus  being 
formed. 

Sianlbin.  Oil  of  muatArd.  SitiApibe  iul|ib&t«. 

CMH«N,SaOj*  -  CtH4(OH)CHiNCS  +  C«H«NaH^O.  +  CiHnO. 

The  oil  of  white  mustard  differs  from  that  of  the  black  in  being 
leaa  irritant^  and  in  being  destroyed  by  heat* 

Actum. — -Either  of  these  oils  is  intensely  irritant  when  applied  to 
the  skin,  and  if  left  long  enough  produces  blistering^  which  is  more 
painful  than  that  caused  by  cantharides,  and  is  said  to  heal  less 
readily.  This  is  probably  due  to  tlie  oils  penetrating  more  deeply 
into  the  tissues*  and  thus  setting  up  more  extensive  in^ammation. 
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Mustard  is  accordingly  used  only  to  induce  rubefaction,  and  ought  to 
be  removed  before  actual  vesication  occurs.  When  the  crude  drug  is 
moistened  and  applied  to  the  skin^  the  oil  is  formed  only  slowly,  so 
that  the  longer  it  remains  applied^  the  more  intense  is  the  action. 
The  glucosides  in  themselves  have  little  or  no  action,  and  the  products 
of  their  decomposition  are  harmless^  with  the  exception  of  the  oik. 

Pheparations. 

SinapU  Alba  (U.  S.  P,),  the  dried  Hpe  se«da  of  SSnapia  alba. 

Sinapia  Ni^a  ((J.  S.  P.),  the  dried  ripe  seed^  of  Bruaaica  nigra. 

EMPL,\i3Tiii;ii  SiNAPis  (U.  S.  P,),  black  mustard  powder  rendered  adhesive  by 
India-rubber^  applied  to  sheets  of  paper  and  dried. 

Okum  Sinnpia  Volatile  (U.  S-  P,,  B.  P.),  derived  from  black  mustard. 

Linittientiim  Sinapis  (B.  P.)^  formed  from  volatile  oil  of  mustard,  camphor, 
and  castor  oiL 

UaeB. — Mustard  is  largely  used  as  a  condiment  and  to  promote 
appetite,  but  is  never  prescribed  For  this  purpose.  In  large  quantities 
it  causes  violent  irritation  of  the  stomach  and  bowel,  with  vomiting, 
purging,  acute  pain  and  tenderness  in  the  abdomen,  and  collapse. 
Mustard  and  warm  water  is  a  convenient  emetic  in  emergencies,  as  in 
cases  of  pois^^iiing. 

The  plaster  or  leaf  (charta)  is  the  form  in  which  it  is  generally  used 
in  therapeutics.  It  contains  the  glucoside,  which  is  slowly  decom- 
posed by  the  ferment  when  the  plaster  is  dipped  in  warm  water  for  a 
few  minutes  before  application.  Another  popular  application  is  the 
mustard  poultice,  in  which  powdered  mustard  is  sprinkled  on  an  ordi- 
nary poultice.  Mustard  is  also  added  to  baths  occasionally  when 
alight  irritation  and  consequent  congestion  is  desired  over  a  large 
surface.  For  this  purpose  2--1  teaspoonfuls  of  the  dry  powder  are 
added  for  each  gallon  of  water.  In  preparations  of  mustard  It  is 
important  to  avoid  a  temperature  of  over  60*  C.  (140*  F,),  as  the 
ferment  is  destroyed  above  this.  The  plaster  is  left  on  the  skin  only 
for  15  to  30  minutes,  w^hen  it  is  used  as  a  rubefacient. 

3.  CaBtharidin  SerieSp 

Another  series  of  local  irritants  comprises  non-volatile  substances, 
of  which  cantharidin  (CioHiiOJ  is  the  best  known.  It  is  an  anhydride 
and  when  acted  on  by  bases  forms  cantharidates,  which  resemble  it 
in  action.  It  is  found  in  Spanish  fly  (Cantharis  vesicatoria,  or  Lytta 
vesicatoria)  and  in  several  allieil  species  of  Coleoptera  (beetles). 

Action.— Applied  to  the  skin,  cantharidin  produces  redness,  smart- 
ing and  pain,  followed  very  soon  by  small  vesicles,  which  later  coalesce 
into  one  large  blister.  This  is  much  less  painful  than  the  vesication 
produced  by  mustard,  because  less  of  the  irritant  penetrates  into  the 
deeper  tissues  than  in  the  case  of  the  volatile  mustard  oil.  If  the 
blister  be  broken,  however,  and  the  unprotected  dermis  be  allowed  to 
come  in  contact  with  the  irritant,  violent  inflammation  with  much 
pain,  suppuration  and  even  sloughiiig  may  follow. 
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When  large  quantities  of  cantharidin  are  given  iniemaUy,  the  same 
irritant  action  takes  place  along  the  alimentary  tract.  If  taken  in 
solution,  blisters  arise  in  the  mouth  and  throat,  and  the  pain  and 
swelling  in  the  oesophagus  may  be  so  acute  as  to  prevent  swallowing. 
The  irritation  of  the  stomach  produces  vomiting,  followed  by  purging 
with  excruciating  pain  in  the  abdomen,  and  all  the  symptoms  of  shock 
and  collapse. 

Cantharidin  is  absorbed  from  the  alimentary  canal,  and  also  to  a 
less  extent  from  the  skin,  but  has  no  important  action  on  the  internal 
organs,  with  the  exception  of  those  by  which  it  is  eliminated.  Vomiting 
occurs  on  subcutaneous  injection  from  some  of  the  poison  being  excreted 
into  the  alimentary  tract.  Comparatively  small  quantities  irritate 
the  bladder,  and  cause  a  constant  desire  to  micturate,  with  pain  in 
doing  so.  In  somewhat  larger  amount  it  sets  up  an  acute  nephritis 
with  albuminuria,  pain  in  the  kidney  region,  and  sometimes  blood  in 
the  urine.  The  inflammation  of  the  bladder  and  urethra  produces 
intense  pain  and  often  priapism;  in  women  abortion  b  said  to  occur 
occasionally,  and  in  both  sexes  the  irritation  may  lead  to  increased 
sexual  desire. 

The  irritation  of  the  kidneys  by  small  doses  increases  their  secretion, 
and  cantharides  was  therefore  considered  a  diuretic  formerly.  The 
tendency  to  produce  nephritb  renders  it  a  dangerous  internal  remedy, 
however,  and  its  diuretic  power  is  quite  insignificant  in  comparison 
with  that  of  caffeine. 

Animals  vary  very  considerably  in  the  degree  in  which  they  react  to  can- 
tharidin, the  most  noted  example  being  the  hedgehog,  which  is  capable  of 
surviving  a  dose  of  the  poison  sufficient  to  poison  an  adult  man.  Fowls  and 
rabbita  ^so  possess  a  high  d^ree  of  congenital  tolerance  for  this  poiaoxr,  although 
none  of  these  is  absolutely  insusceptible  to  it. 

Preparations. 

U.  S.  P.— Cantharis,  Spanish  Fly,  the  dried  beetle,  Cantharis  vesicatoria. 
CercUum  CaniharidU, 

EmPLASTRCM  CANTHARmiS. 

CoUodium  Cantharidaium. 

Tinciura  Cantharidis,  1  mil  (1)  mins.) 

B.  P. — Cantluridlimm,  CioHi^i.  obtained  from  various  species  of  Cantharis 
or  of  Mylabris. 
EuPLASTRUM  CANTHARmiNi,  Containing  0.2  per  cent. 
EuPLASTRUM  Calefaciens,  warming  plaster,  0.02  per  cent. 
Unguentum  Cantharidxni,  0.033  per  cent. 
Liquor  EpispasHcus,  blistering  hquid,  0.04  per  cent. 
Tilltctura  CatUhandini^  0.01  per  cent.  2-5  mms. 

Therapeutic  Uses. — This  drug  is  at  present  used  almost  exclusively 
as  a  skin  irritant,  and  more  particularly  as  a  vesicant.  The  plaster 
is  the  form  generally  used.  It  is  to  be  noted  that  in  order  to  produce 
actual  blistering,  the  plaster  has  to  remain  in  contact  with  the  skin 
some  8-10  hours,  but  an  equal  effect  may  be  achieved  by  replacing 
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iht!  plaster  by  a  hot  poultice  after  4-6  hours,  when  the  skin  irrita- 
iWifi  hiw  reached  the  stage  of  redness.  Cantharldes  is  also  used  to 
fmiiMr  ruhefaction  anii  conmietidug  vesication  (flying  blister);  this 
way  be  done  by  the  use  of  the  plaster,  or  by  means  of  the  warm- 
ing plaster,  P,  Blistering  collodion  or  blistering  liquid,  is  used 
rarely  in  unmanageable  cases  in  which  there  ts  a  risk  of  the  plaster 
l^eing  removed  by  the  patient.  The  ointment  is  said  to  induce  blister- 
ing sooner  than  the  plaster. 

f 'antharidin  is  liable  to  be  absorbed  from  the  skin,  and  its  application 
bi  therefore  avoided  where  there  is  any  tendency  to  renal  inflammation, 

Cantbarides  has  been  used  not  infrequently  as  an  aphrodisiac,  and 
several  cases  of  poisoning  have  occurred  from  its  administration  for 
this  purpose.  In  cattle  it  13  largely  employed  to  this  end  in  some 
countries,  and  in  man  it  has  undoubtedly  similar  efTects  in  some  cases 
through  the  irritation  of  the  bladder  and  urethra,  but  its  use  for  this 
purpose  is  always  liable  to  produce  nephritis.  As  an  emmenagogue, 
catitharides  has  a  certain  popular  reputation,  which,  however,  has  been 
shown  to  be  unmerited,  any  influence  which  it  may  possess  on  the 
menstrual  flow  being  quite  insignificant,  and  probably  due  only  to  the 
irritation  of  the  bladder  and  urethra. 

Cantharidea  lias  been  advised  iuternaUy  in  aome  forma  of  renal  and  vesical 
diseaHe,  but  it  is  an  exceedingly  dn.ngcroua  remedy  in  these  conditions.  It 
IB  BometimGB  a  constituent  of  hmr  washes,  its  irritant  action  on  the  skin  being 
credited  with  causing  a  more  rapid  g^o^vth  of  the  hair. 

In  cases  of  Poiaoning  with  cantliarides,  the  stomach  ought  to  be 
emptied  as  rapidly  as  possible  by  the  stomach  tube,  provided  the 
oesophagus  allows  of  its  passage.  Demulcents  and  albuminous  sub- 
stances are  of  use  in  slowing  the  absorption^  but  all  oily  or  fatty  bodies 
must  be  avoided,  as  they  tend  to  dissolve  the  cantharidin  and  tlnis 
promote  its  absorption.  Opium  may  be  given  for  the  pain,  and  if 
collapse  sets  in,  the  ordinary^  measures  must  be  taken  to  combat  it* 
ElliDger  states  that  the  action  on  the  kidney  in  rabbits  is  more  severe 
when  the  urine  is  acid  than  when  it  is  alkaline,  and  this  suggests  the 
treatment  of  the  renal  symptoms  with  alkalies. 

Paison  Itj  and  Poison  0^. — The  commonest  form  of  poisoning  in 
the  United  States  is  the  skin  eruption  produced  by  the  leaves  of  poison 
ivy  and  poison  oak  (Rhus  toxicodendron  and  venenata),  which  PfafI 
showed  to  be  due  to  the  presence  of  a  neutral  body,  ToxicodendroL  The 
effects  of  poison  ivy  can  arise  only  from  touching  the  plant,  the  poisonous 
principle  not  being  volatile.  Very  minute  quantities  of  toxicodendrol 
are  sufficient  to  produce  skin  eruptions,  however,  j^ji  mg,  causing 
distinct  symptoms  in  susceptible  persons,  T)ie  popular  belief  that 
skin  affections  can  be  induced  by  approaching  the  plant,  without 
actually  touching  it,  is  probably  accotmted  for  by  the  facts  that  the 
eruption  may  be  very  late  in  making  its  appearance,  and  that  poison 
ivy  is  very  frequently  mistaken  for  harmless  climbing  plants.  The 
statement  that  the  poison  ivy  does  not  affect  some  individuals  is  also 
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probably  erroneous,  though  persons  of  delicate  skin  are  undoubtedly 
more  susceptible.  Immunity  is  not  acquired  for  the  poison  by  repeated 
attacks  of  dermatitis. 

In  the  dermatitis  from  poison  ivy,  Pfaff  recommends  the  skin  to 
be  washed  and  scrubbed  with  soap  and  water,  or  with  alcohol,  or  a 
solution  of  lead  acetate  in  alcohoh  Ointments  and  oily  liniments  are 
to  be  avoided,  as  thej'  dissolve  the  toxicodendrol  and  tend  to  spread  it 
over  the  skin  and  thus  produce  further  inflammation.  For  the  same 
reason,  the  alcohol  used  to  wash  the  part  must  be  removed  entirely,  as 
the  poisonous  principle  is  soluble  in  it,  while  insoluble  in  water.  Potas- 
sium permanganate  solution  is  said  to  be  an  efficacious  application. 

Eruptions  similar  to  that  from  poison  ivy  arise  from  contact  with 
a  number  of  other  plants  of  which  the  best  known  is  the  Primula  ob- 
conica;  this  plant  secrets  some  unknown  substance  which  is  intensely 
irritant  to  tlie  skin  of  many  people,  and  has  frequently  given  rise  to 
severe  inflammation  in  gardeners  and  others.  Cash  found  an  alkaloid 
obtained  from  East  India  Satinwood  (Ckloroxylon)  equally  irritant 
when  applied  to  the  skin;  the  dermatitis  from  these  bodies  often  appears 
only  2-3  weeks  after  contact  with  them,  and  even  after  apparently 
complete  recovery  the  skin  remains  especially  sensitive  to  a  reapplication 
of  the  poison. 

A  Dumber  of  the  Rauunculaceae  are  irritant  to  the  skin  like  cantbarides,  but 
the  active  constituent  has  not  been  definitely  determined.  Meiereitm,  which 
was  formerly  official^  is  aimilarly  irritant,  apparently  from  the  presence  of  an 
irritant  oil  (Springenfeldt).  CardoL  found  in  the  fruita  of  Anacardiuin  occi- 
dentaJe  and  in  Semecarpus  anacardium,  is  a  very  powerful  irritauti,  and  haa 
been  used  to  a  limited  extent  as  a  vesicant.  Cardol  is  probably  a  mixture  of  a 
number  of  substances,  but  it  is  unknown  to  which  of  these  it  owes  its  activity. 
Euphorbin  is  said  by  Buchheim  to  be  the  irritant  principle  in  the  Euphorbia  resin 
(Euphorbia  reainifera,  etc,},  aod  to  resemble  cantharidin  in  ita  anhydride  form, 
but  the  salts  and  the  euphorbic  acid  which  is  formed  from  them  by  acids  are 
inactive.  A  very  poisonous  member  of  the  Euphorbiacea:  is  the  Manicbeel  tree, 
growing  ia  the  West  Indies,  and  it  apparently  belonga  to  this  series* 

Capmcum  (p.  58)  contains  one  or  more  uou-volatile  irritant  Bubstancea  and 
ia  used  occasionally  as  a  skin  irritant.  Pepper  is  also  used  ss  a  rubefacient  in 
domestic  medicine. 

Chauknoogra  Oil,  obtained  from  Taraktogenoa  Kurrii^  is  apparently  similar 
in  character  to  the  members  of  this  group,  although  it  ia  leas  irritant.  It  is 
used  eKtemally  an  application  to  bruises,  and  both  externally  and  inter- 
nally in  leprosy,  although  it  is  probably  of  little  avail  in  this  disease.  Croton 
oil  has  al£0  been  used  as  a  skin  irritant,  but  will  be  treated  of  in  connection 
with  the  purgatives  (page  99), 

Many  other  plants  poaaeas  irritant,  poisonous  propertie&i  which  would  ap- 
parently entitle  them  to  a  place  in  this  Beries,  but  so  little  is  known  of  their 
active  principles  and  of  their  effects,  that  they  may  be  omitted  for  the  present. 
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Vm.  PUEGATTVES, 

Purgatives  are  dru^s  whkli  are  employed  in  medicine  to  evacuate 
the  bowel  of  its  contents.  Many  drugs  produce  evacuation  in  the 
course  of  tlieir  action,  but  have  other  effects  of  importance  and  are  not 
included  in  Uiis  class.  Thus  the  members  of  the  preceding  class  of 
skin  irritants  induce  diarrhoea,  but  this  is  accompanied  by  irritation  of 
the  mouth,  tliroat  and  stomach,  and  in  many  other  forms  of  poisoning, 
diarrhoea  is  a  prominent  feature,  but  is  accompanied  by  vomiting  or 
some  other  symptom.  The  ideal  purgative  is  devoid  of  any  effects 
whatsoever,  save  in  the  intestine;  it  passes  through  the  stomach  with- 
out materially  deranging  its  function,  and  is  not  absorbed,  or  at  any 
rate  is  absorbed  so  slowly  that  it  has  time  to  unfold  its  action  through- 
out the  intestine.  The  vegetable  purgatives  act  tlirough  their  irritant 
properties ,  which  in  some  instances  are  elicited  only  by  the  action  of 
the  secretion  of  the  intestines  and  of  the  neighboring  glands.  Thus 
aomti  of  the  purgatives  pass  through  the  stomach  in  the  form  of  bland, 
non-irritant  compounds  (castor  oil),  which  are  broken  up  by  the  digestive 
processes  in  the  intestine,  while  others  perhaps  owe  their  activity  in 
the  intestine  to  their  solution  or  suiipension  in  the  juices. 

Many  classifications  of  the  purgatives  have  been  based  on  their 
effects,  and  some  of  the  terms  are  still  retained,  such  as  aperient, 
eccoproiiCf  la^cative^  purgative^  cholagogue^  kydragogue,  cathartic,  or 
dTastic.  But  the  effect  of  the  purgatives  is  determined  largely  by 
the  dose  and  by  the  condition  of  the  intestine,  so  that  a  small  dose  may 
act  as  an  aperient,  laxative  or  eccoprotic,  while  a  larger  quantity  of 
the  same  drug,  or  even  tlie  same  dose  in  a  more  susceptible  individual, 
may  act  us  a  drastic  or  hydragogue  cathartic.  They  are  therefore 
classified  in  three  groups:  (1)  the  miJd  aperients,  castor  oil  group;  (2) 
the  purgatives  of  the  anthracene  series;  (3)  the  jalap  and  colocynth 
group. 

Symptoms. — In  moderate  doses  the  purgatives  simply  hasten  the 
normal  movements  of  the  intestines,  and  the  stool  is  of  the  ordinary' 
appearance  and  consistency  (laxative,  aperient,  or  eccoprotic  action). 
In  larger  quantities  they  cause  a  more  profuse  evacuation  than  normally, 
and  the  stools^  w^hich  are  repeated  at  short  intervals,  are  of  a  looser, 
more  fluid  consistency.  Their  action  is  accompanied  by  considerable 
pain  and  colic,  and  the  hurried  movements  of  the  intestine  are  shown 
by  the  characteristic  gurgling  sounds.  Large  quantities  of  the  more 
powerful  purgatives  may  cause  all  the  symptoms  of  acute  enteritis ^ 
the  stools  at  first  contain  the  ordinary  fiecal  substances  accompanied 


by  more  fluid  than  usual,  but  later  consist  largely  of  blood-stained 
mucous  fluid  with  little  or  no  resemblance  to  ordinary  fieces-  This 
violent  purgation,  which  is  not  induce*:!  in  therapeutics,  is  accom* 
panied  by  pain  and  tenderness  in  tlie  abdomen,  and  may  induce  shock, 
collapse^  and  eventually  death. 

ActioxL — Tlie  origin  of  the  fluid  of  the  stools  after  purgatives  has 
been  much  debated.  According  to  many  authors,  they  accelerate  tlie 
passage  of  tlie  intestinal  contents  so  much  that  there  is  no  time  for 
the  absorption  of  the  fluid,  and  the  fteces  escape  in  the  fluid  condition 
in  which  they  normally  ejcist  in  the  small  intestine.  Other  investigators 
hold  that  purgatives  cause  fluid  to  pass  into  the  intestine,  either  by 
increasing  the  normal  secretions,  or  by  causing  an  inflammatory 
exudate  from  the  vessels.  These  contradictory  views  are  probably 
due  to  the  methods  adopted,  and  the  quantity  of  the  drug  used.  In 
small  quantities,  such  as  are  used  in  the  vast  majority  of  cases  in  thera- 
peutics, the  irritation  produced  by  the  purgatives  is  apparently  only 
enough  to  accelerate  peristalsis  somcw^hat,  and  the  fluid  of  the  stools 
is  drawn  partly  from  the  food  and  partly  from  the  ordinary  secretions 
of  the  digestive  organs.  In  these  ca3e3  the  intestine  is  not  actually 
inflamed »  although  some  congestion  may  occur  in  it,  as  in  all  organs  in 
a  stAte  of  abnormal  activity.  On  the  other  hand,  when  large  quantities 
are  ingested  a  true  inflammation  of  the  intestine  occurs,  manifested 
by  increased  movement,  congestion,  exudation  of  fluid  into  the  lumen 
of  tlie  bowel,  and  pain.  In  these  cases  the  intestine  presents  the 
usual  signs  of  inflammation;  it  is  red  and  congested,  and  contains  a 
muco-purulent  fluid  and  often  blood.  The  matter,  therefore,  resolves 
itself  into  a  question  of  dose;  if  it  be  small,  the  fluid  is  not  an  exudate, 
if  it  be  large  the  fluid  is  partly  an  inflammatory  product.  The  stools 
following  the  administration  of  purgatives  differ  from  the  normal 
ffeces  in  containing  a  larger  proportion  of  water  and  also  of  soluble 
substances.  In  fact,  they  resemble  rather  the  contents  of  the  small 
intestine  than  the  normal  excreta,  and  contain  bodies  which  would 
normally  have  been  absorbed  and  utilized,  but  which  have  been  hurried 
through  the  bowel  too  rapidly  to  permit  of  their  being  taken  up  by  the 
epithelium. 

The  colic  produced  by  purgatives  is  not  due  to  the  inflammatioR  of 
the  intestinal  wall,  but  is  explained  by  the  more  vigorous  contractions 
of  the  walls  of  the  bowel  and  the  difficult}'  in  forcing  on  hard  fsecal 
masses  in  the  large  intestine.  The  tenderness  produced  by  large 
quantities  of  the  purgatives,  on  the  other  hand,  would  seem  to  indicate 
inflammation. 

In  the  accelerated  peristalsis  ordinarily  induced  by  the  purgatives, 
the  central  nervous  system  is  not  involved;  the  irritation  of  the  mucous 
membrane  renders  it  more  sensitive  to  the  stimuli  which  it  ordinarily 
receives  from  the  contents,  and  the  nervous  impulses  resulting  from 
these  are  transmitted  to  the  intestinal  nervous  plexus  and  give  rise  to 
the  reflex  inhibition  and  contraction  of  ihe  muscular  coats  by  which 
the  peristaltic  movement  is  carried  out. 
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The  <JitTeret]t  purgatives  seem  to  act  on  diilerent  parts  of  the  bowel 
(Magnus).  Thus  senna,  and  in  all  proWbtlity  the  other  anthracene 
purgative?,  appear  to  have  no  effect  on  the  nio\*einents  of  the  stomach 
and  small  intestine,  but  act  only  in  the  large  intestine;  the  contents 
reach  the  colon  at  the  normal  rate,  but  as  soon  as  they  have  belt  the 
small  bowel,  rapid  movement  begins  and  tliey  are  evacuated  almost 
immediately.  Castor  oil  on  the  other  hand  accelerates  the  peristalsis 
of  the  small  intestine,  through  which  the  food  passes  ver\'  rapidly,  while 
the  large  gut  is  much  less  irritated.  Colocynth  quickens  the  movement 
of  both  sTnall  and  large  intestine  and  considerable  quantities  of  fluid 
are  effused  into  the  lumen.  All  three  arrest  the  antiperistaltic  move- 
ments in  the  lai^e  intestine. 

Some  of  the  purgatives  cause  evacuation  of  the  bowel  when  they  are 
injected  subcutaneously  or  intravenously  (senna,  aloes,  cascara,  colo- 
cynth, podophyllum),  and  croton  oil  has  long  been  rubbed  on  the  skin 
in  order  to  relieve  constipation,  and  is  found  to  cause  intestinal  infiam- 
mation  and  purging  when  injected  intravenously-  It  has  accordingly 
been  suggested  that  these  have  a  specific  action  on  the  bowel  quite 
apart  from  their  irritant  effects;  but  it  is  probable  that  their  intestinal 
effects  are  here  due  to  their  excretion  into  the  boweU  which  has  been 
shown  to  occur  in  several  instances-  Other  irritants  applied  subcutane- 
ously or  intravenously  often  produce  similar  effects  on  the  alimentary 
canal. 

The  interval  which  elapses  between  the  administration  of  a  purga- 
tive and  its  effects  varies  with  the  doaej  and  also  with  the  individual 
drug*  In  ordinary  therapeutic  doses,  evacuation  of  the  bowels  occurs 
in  most  cases  in  5-10  hours,  but  if  large  quantities  of  the  more  powerful 
purges,  such  as  jalap  or  croton  oil,  be  given,  the  effects  may  be  elicited 
in  two  hours*  Aloes  and  podophyllum  differ  from  the  others  in  the 
length  of  the  interval,  catharsis  rarely  or  never  occurring  eariier  than 
hours  after  their  administration,  and  often  only  after  20-24 

hours. 

The  movement  of  the  intestine  induced  by  purgatives  is  accom- 
panied by  an  increase  in  the  leucoc^^es  of  the  blood  similar  to  that 
observed  in  other  forms  of  intestinal  activity,  e.  g.,  during  digestion^ 

The  effects  of  the  purgatives  vary  greatly  in  different  animals. 
Thus*  the  rabbit  is  very  refractory  to  most  of  the  series,  and  often  is 
killed  by  intestinal  irritation  without  any  evacuation  being  produced. 
The  frog  is  unaffected  by  quantities  which  would  produce  poisoning 
in  man,  while  the  dog  and  cat  respond  much  more  readily. 

It  was  formerly  supposed  that  purgatives  increased  the  secretion  of 
bile,  and  certain  of  them,  w^hich  w^ere  believed  to  have  a  special  activity 
in  this  direction,  were  known  as  Ckolagogues.  It  has  l>een  shown  of 
recent  j  cars  that  none  of  them  possesses  any  action  on  the  secretion  of 
bile»  although  they  may  increase  its  excretion  by  hurrying  it  through 
the  intestine  and  preventing  its  reabsorption.  On  the  other  hand, 
tlie  presence  of  bile  in  the  intestine  is  a  condition  necessary  to  the 
activity  of  many  of  the  purgatives.   Thus  Buchheim  and  Stadelmann 
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found  that  in  the  absence  of  bile  podophylluin,  jalap,  scammony, 
rhuharb,  and  g:amboge  are  either  quite  inactive  or  very  much  less 
powerful  than  usual.  This  is  probably  due  to  some  solvent  action  of 
the  bile,  for  Stadelmann  found  that  when  soaps  were  given  with  some 
of  these  drugs  their  activity  returned,  and  in  other  cases  a  comparatively 
slight  modification  of  their  chemical  form  was  sufficient  to  restore  their 
activity,  even  in  the  absence  of  either  bile  or  soap.  Analogous  resulta 
have  been  observed  from  other  causes  than  the  absence  of  bile;  thus 
some  of  the  pure  principles  of  the  purgatives  are  much  less  active  than 
the  crude  drugs  because  the  impurities  of  the  latter  alter  their  solubility. 
This  alteration  of  the  solubility  may  act  in  two  ways:  if  the  principle 
is  rendered  too  soluble,  it  may  be  absorbed  in  the  stomach  and  upper 
part  of  the  bowel,  and  therefore  fail  to  produce  purgation;  on  the 
other  hand,  it  may  be  rendered  so  insokible  that  it  fails  to  come  into 
btimate  contact  with  the  bowel  wall,  and  therefore  does  not  irritate 
it.  The  effect  of  such  colloid  substances  as  the  bile  and  gums  is  to 
delay  the  absorption  of  soluble  substances  in  the  upper  part  of  the 
bowel  and  at  the  same  time  to  keep  the  insoluble  resins  in  suspension. 
Few  of  the  purgatives  have  any  appreciable  action  after  absorption, 
but  general  effects  may  be  produced  indirectly  from  their  intestinal 
action.  It  is  probable  that  reflexes  are  elicited  by  irritation  of  the 
bowel  analogous  to  those  discussed  under  skin  irritants,  but  in  addition, 
the  congestion  of  the  bowel  produced  by  its  activity  must  alter  con- 
siderably the  distribution  of  the  blood  in  the  body.  The  belief  in 
the  efficacy  of  a  purge  in  congestion  of  the  brain  may  thus  be  based 
on  a  true  "revulsive'*  action;  for  the  dilatation  of  the  intestinal  vessels 
must  necessarily  lower  the  blood-pressure  and  thereby  lessen  the  blood 
supply  to  tlie  brain.  The  congestion  of  the  intestine  is  accompanied 
by  a  similar  condition  in  the  other  peKic  organs,  and  the  purgatives 
therefore  often  cause  congestion  of  the  uterus,  with  excessive  men- 
strual flow,  or  in  the  case  of  pregnant  women,  abortion.  Lastly,  a 
certam  amount  of  fluid  is  withdrawn  whicli  would  otherwise  be 
excreted  by  the  urine,  which  is  found  to  be  proportionately  diminished 
in  amount, 

1.  Mild  Aperients,  the  Castor  Oil  Qroup. 

Castor  Oil  {Oleum  Ridni)  resembles  olive  oil  in  most  respects,  but 
on  saponification  forms  ricinoleic  acid  instead  of  oleic  acid.  This 
acid  (C17H31  (OH)COOH)  differs  from  tlie  fatty  acids  obtained  from 
ordinary  oils  in  being  unsaturated  and  in  containing  a  hydrox^  l  group. 
Castor  oil  is  itself  a  bland,  non-Irritating  fluid,  but  on  passing  into 
the  intestine  is  saponified  by  the  pancreatic  juice,  and  the  ricinoleates 
tiius  formed  are  irritant  and  cause  purgation.  When  the  oil  is  sapomBed 
and  the  free  acid  given  by  the  mouth,  the  effects  are  quite  different 
from  tliose  of  the  oil,  for  the  taste  is  acrid  and  unpleasant,  and  dis- 
comfort, nausea  and  vomiting  may  follow  its  ingestion  from  its  irritant 
action  on  the  stomach*  The  oil,  on  the  other  hand,  has  a  bland,  if 
unpleasant,  taste,  and  produces  no  effects  on  the  stomach.  Several 
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other  esters  of  ricinoleic  scid  have  been  show^n  by  Meyer  to  resemble 
the  glycerin  ester  (castor  oil)  in  titeir  purgative  effects. 

Castor  oil  is  absorbed  from  the  intestine  and  disappears  in  the  tissues 
in  the  same  way  as  an  ordinary  oil.  It  may  be  given  in  very  large 
quantities  without  producing  any  symptoms^  save  those  of  a  mild  laxa- 
tive. It  is  occasionally  used  as  an  emollient  to  the  skin,  and  has  been 
employed  as  a  solvent  for  application  to  the  eye.  The  harmless  nature 
of  castor  oil  is  shown  by  its  use  in  China  as  an  article  of  diet. 

In  the  beans  from  which  castor  oil  ia  derived,  a  t»icalbumin  is  founds  which 
was  at  one  time  auppoaed  to  be  the  active  principle  of  the  oil.  (See  Riciii.) 
It  has  been  shown,  however,  that  the  oil  is  eotirely  free  from  this  poison^  and 
that  its  action  is  due  solely  to  the  ricmoleate. 

Oleum  Ricini,  a  fixed  oU  eKprea^ei  frofti  tbe  seel,  or  bean  of  Ridnus  com- 
munis. Dose,  U.  S.  P.,  15  mtia  (4  fl.  drs.);      P.,  1-S  fl.  dr^. 

Castor  oil  is  difficult  to  take  owing  to  its  unpleasant  taate.  It  may  be  i^iven 
alone,  in  an  emulsion  flavored  with  sugar  and  some  volatile  oil,  in  wine,  spirits, 
or  glycerin,  or  in  flexible  capsules. 

 CC*H*OH)i,  ,     ,       t  .  . 

Fhenolphthalein,  c*Hi<     >0  a  synthetic  substance,  has  been 

CO 

used  of  late  years  as  a  mild  aperient.  It  is  very  insoluble  in  water 
and  Is  not  irritant  when  applied  to  the  ordinary  mucous  membranes. 
In  the  bowel  it  is  dissolved  by  the  bile  and  alkali  and  develops  a  mild 
irritant  action  and  thus  accelerates  the  peristalsis  in  the  same  way 
as  castor  oil  Most  of  the  phenolphthalein  administered  by  the  mouth 
is  not  absorbeil  but  appears  in  the  stools.  A  small  amount  undergoes 
absorption  and  is  excreted  by  the  kidney;  if  the  urine  is  alkaline  it  is 
colored  a  brilliant  pink.  Phenolphthalein  is  practically  not  poisonous 
when  ingested  intravenously  in  animals.  It  has  a  mild  laxative  effect 
when  injected  subcutaneously,  and  this  arises  from  its  being  excreted 
into  the  bile  and  thus  carried  to  the  gut.  In  the  large  intestine  it  is 
reabsorbed  into  the  blood  and  again  carried  to  the  liver  and  returned 
to  tlie  gut.  It  therefore  acts  for  several  days  as  a  mild  aperient,  but 
as  it  is  gradually  eliminated  in  the  urine  and  stools,  the  action  passes 
off.  Tetrachlorphenolphthalein  acts  in  the  same  way  as  phenolphtha- 
lein but  is  excreted  only  by  the  bile  when  injected  subcutaneously 
and  thus  acts  for  a  longer  time. 

pHBNOLFHTHALEtNTTM  (U,  S.  P.,  B.  P.)*  a  cfystalUne  powder,  white  or  grayish- 
white,  soluble  in  600  parts  of  water  or  in  10  parts  alcohoL  The  solution 
turns  red  when  alkali  is  added.  Doae,  0.15  G,  (2J  grs.)  U.  P.;  0. 1-0.3  G. 
(2-5  grs.)  11,  P.  in  powder,  pilla,  or  capsules.  It  has  been  injected  hypodermt- 
cally  in  solution  in  olive  oil. 

Sulphur  is  in  itself  an  inert  body,  but  while  much  the  greater  por- 
tion escapes  in  the  stools  unchanged  when  it  is  swallowed,  some  of  it 
forms  sulphides  in  the  mucous  membrane  of  the  intestine,  and  these 
cause  irritation,  increased  peristalsis  and  a  soft,  formed  stool;  in  large 
quantities  it  has  caused,  in  some  instances,  more  severe  symptoms 
with  bloody  evacuations.  The  sulphides  form  some  hydrogen  sul- 
phide, which  gives  rise  to  eructation.    Some  10-20  per  cent,  of  the 


sulphur  taken  by  tlie  mouth  k  absorbed  as  aiilphide,  which  15  excreted 
to  a  small  extent  by  the  lungs,  giving  the  characteristic  disagreeable 
odor  to  the  breath,  and  to  a  much  larger  extent  by  the  urine  as  sulphates 
and  in  organic  combination.  In  one  experiment,  Presch  found  the 
urea  of  the  urine  considerably  increased  (10  per  cent.)  under  sulphur, 
and  Umbach  found  it  increased  by  pure  calcium  sulphide;  whether^ 
as  this  would  suggest*  the  sulphides  augment  the  nitrogenous  waste 
as  a  general  rule,  can  only  be  determined  by  further  experiment.  It 
has  been  advbed  in  a  number  of  constitutional  diseases  and  in  chlorosis 
and  joint  diseases* 

Applied  to  the  skin  in  ointment,  sulphur  appears  to  be  formed  in 
part  to  sulphide^  particularly  if  some  alkali  be  added;  the  sulphide 
is  destructive  to  animal  parasites  and  sulphur  ointment  has  therefore 
been  used  in  the  treatment  of  scabies,  but  has  been  supplanted  largely 
by  balsam  of  Peru, 

The  formation  of  sulphide  in  the  intestine  may  perhaps  explain  the 
aperient  action  of  some  other  drugs,  such  as  jxiwdered  white  mustard 
seed*  which  has  long  enjoyed  a  popular  reputation  In  constipation 
(Van  Leersum). 

Preparations. 

Sutphur  Sublimaium  (U,  S<  P.,  B.  P.),  Flowers  of  Sulphur,  sublimed  sulphur, 
and  Sulphur  Lotum  (U.     P.)»  washed  Flowers  of  Sulphur,  form  fine  yellow 
wders  insoluble  in  water  and  very  slightly  soluble  in  alcohol, 
Sidphw  Pracipitatum  (U.  S.  P.,  B.  P,),  Milk  of  Sulphur,  is  prepared  from  suU 
hide  of  calcium  by  precipitation  and  fomis  a  fine,  alm{>at  white  powder  with- 
out odor  or  taste,  insoluble  in  water,  and  oaly  very  alightty  soluble  in  alcohol. 
Dow  of  aU  three  preparations,  U.  S,  P.,  4  G,  (60  gra.) ;  B.  P,,  20-60  grs, 
Ut^fuerUum  Sidphuris  (U.  3.  P.j  B.  P.),  formed  from  sublimed  sulphur, 
which  ia  also  contained  in  the  Compound  Liquorice  Powder. 
Trochiicua  Sidphuris  (B.  P.)  containa  5  gra.  of  sulphur. 
Confectio  Stdphuns  (B.  P.),  60-120  grs. 

Crude  sublimed  sulphur  often  contam:^  ar^eniCj  but  the  B.  P>  preparation  is 
pmt^lically  free  from  it.  The  milk  of  sulphur  is  in  a  finer  state  of  division  than 
the  flowers,  and  is  said  to  be  a  somewhat  more  active  aperient. 

GlXG6riiL — WTien  glycerin  is  injected  into  the  rectuni,  it  withdraws 
fluid  from  the  mucous  membrane  and  thus  causes  irritationi  persistatsis, 
and  evacuation  of  the  bowels;  the  stool  is  of  almost  ordinary  con- 
sistency, and  no  pain  or  colic  ia  felt  subsequently,  nor  does  the  remedy 
cause  more  than  one  evacuation.  Glycerin  may  be  injected  into  the 
rectum  for  this  purpose  (dose  2-5  mils,  J-]  teaspoonful),  but  a  more 
convenient  form  is  the  glycerin  suppositories^  Suppoaitoria  Glycenni, 
which  are  made  up  with  stearic  acid  and  sodium  carbonate,  U.  P*, 
with  ^elatin^  B.  P.  These  suppositories  are  found  not  to  keep  well, 
as  the  glycerin  tends  to  attract  moisture  and  then  escapes;  to  avoid 
this  they  are  often  encased  in  paraffin,  which  h  broken  off  immedirttely 
Ijefore  they  are  inserted.  Glycerin  sup]xisitorics  are  used  in  constipation 
instead  of  the  ordinary  aperients.  Large  doses  of  glycerin  taken  intern- 
ally scjmetinies  eause  purgation,  hut  it  is  not  a  reliable  remedy  when 
administered  in  this  way. 
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Glycerin  in  l&rge  quantities  is  poisonouBf  whether  it  ia  taken  by  the  moutfa 
or  injected  hypodermicaJly  or  intravenously.  It  is  true  that  no  case  of  glycerin 
poiaoning  in  man  is  known,  but  large  doaea  are  fatal  to  animals  in  the  courfie 
of  a  few  hours.  The  chief  symptoms  are  restlessness,  agitation,  acceleration  of 
the  heart  and  respiration,  genertil  weakness,  tremor  and  convulsions,  which 
finally  end  in  somnolencej  coma,  and  death  from  failure  of  the  respiratioti. 
Glomerulonephritis  has  also  been  observed  in  animals.  Glycerin  is  absorbed 
rapidly  from  the  intestine^  and  undergoes  combustion  in  the  tissues,  only  a  very 
small  fractioa  of  it  reappearing  in  the  urine. 


2.  The  Anthracene  Pur^atiyes, 

A  number  of  purgatives^  Rhubarbt  Senjm^  Aloes t  Ca^cara  and  Fran- 
gulQj  owe  their  activity  to  the  presence  of  irritant  anthracene  (CnHio) 
compounds,  only  a  few  of  which  have  been  isolated.  The  chemical 
examination  of  these  drugs  is  a  matter  of  great  difficulty,  as  they 
each  contain  several  active  principles  which  are  very  nearly  related 
to  eacii  other,  and  some  of  which  are  undoubtedly  the  products  of  the 
decompositioja  of  more  complex  bodies. 

All  those  which  have  been  completely  isolated  hitherto  have  proved  to  be 
derivatives  of  aDthraquinone, 
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and  some  of  the  oxyanthraquinonea  seem  to  be  widely  distributed.  Thus  all 
the  membcra  of  the  group  contain  Emodin  or  trioxymethylanthraquinone, 
(Ci4H4(CHi)(OH)iO|),  and  several  of  them  contain  Chrysophani^  acid  or  dioxy- 
methylanthraquinone,  CCi4Hi(CHjHOH)iOt).  In  addition,  a  number  of  other 
anthracene  bodies  occur  in  these  ijurgatives,  some  of  tnem  combined  with 
sugars  to  form  glucosides,  but  little  is  known  regarding  them  and  hardly  any 
of  them  are  definitely  established  as  pure  substanccB.  Among  the  names  applied 
to  these  bodies  are  cathaHin  or  cathartic  acid^  fran^Mlin,  aloin^  but  it  is  to  be 
noted  that  the  bodies  designated  by  these  namea  vary  in  character  and  are 
alternately  aaaerted  to  be  pure  principles  and  composite  mixtureg  by  different 
investigators. 

None  of  the  pure  principles  are  as  satisfactory  in  their  action  as  the 
crude  drugs,  perhaps  because  they  are  leas  soluble  in  the  intestine.  For 
example,  aloin  is  less  certain  in  its  effects  than  aloes,  and  it  seems  to 
be  indisputable  that  the  crystalline  aloin  itself  is  inactive  in  the  bowel, 
but  is  there  changed  under  certain  conditions  to  an  amorphous  com- 
pound  which  has  irritant  effects.  The  presence  of  bile  in  the  intestine 
is  not  necessary  to  elicit  the  action  of  this  group,  except  perhaps  in  the 
case  of  rhubarb. 

The  absorption  of  these  bodies  has  not  been  satisfactorily  deter- 
mined in  most  cases.   The  urine  is  rendered  yellow  after  rhubarb  and 


senna.,  owing  to  the  absorption  and  excretion  of  chrysophanic  acid, 
but  it  is  questionable  whether  the  more  active  principles  pass  into  the 
urine  in  appreciable  amounts.  When  aloin  is  injected  subcutaneously 
or  intravenously,  it  is  excreted  for  the  main  part  into  the  bowel,  and 
there  produces  irritation  and  catharsis.  The  yellow  pigment  of  the 
urine  after  rhubarb  and  senna  becomes  a  purple  red  on  the  addition  of 
alkalies;  the  milk  and  skin  also  are  said  to  assume  a  yellowish  tinge 
from  the  presence  of  chrysophanic  acid. 

In  the  rabbit  aloin  seldom  causes  purgation,  and  is  excreted  by  the 
kidney  in  considerable  quantity,  especially  when  injected  hj^poder- 
mically.  Tti  passing  through  this  organ  it  causes  marked  irritation 
and  epithelial  necrosis,  which  often  proves  fatal  in  a  few  days.  No 
irritation  of  the  kidney  occurs  in  man,  the  dog,  or  the  cat  after  aloin. 
Injected  intravenously  in  animals,  aloin  induces  powerful  contrac- 
tions of  the  uterus,  apparently  from  direct  action  on  the  organ.  The 
same  effect  probably  occurs  when  it  is  absorbed  from  the  alimentary 
tract,  and  its  use  is  not  advisable  during  pregnancy  or  menstruation. 

Rhubarb  contains  a  considerable  amount  of  tannic  acid,  which  acts 
as  an  astringent  and  therefore  tends  to  cause  constipation  after  the 
evacuation  of  the  bowels.  It  is  not  well  tolerated  in  some  cases,  lis 
admlnbtration  being  followed  by  nausea,  headache  and  giddiness, 
more  rarely  by  akin  eruptions  of  different  kinds.  Senna  preparations 
are  generally  found  to  have  a  greater  tendency  to  produce  griping 
than  the  other  members  of  this  series. 

Preparations. 

U.  8.  P. — ^fihenm,  rhubarb,  the  rhizome  of  Rheum  officinale  and  other 
species.    1  G,  (15  gr^O- 
ErTRACTTJM  RaEi,  0.25  G,  (4  grs,)* 
Fluideziracium  Rhei,  1  mil  (15  miiisO. 

Pllui^c  Relei  CoHPosrr.c:  (aloes,  myrrfaj  iind  oil  of  peppeniiiiit)^  2  pills. 

PoLvis  Rrei  CoMPOsiTiis  (Gregory"!!  Powder)  contains  magnesia  and  ginger. 
Dose,  2  G,  {30  grs.). 

Tinctura  Rhei  Aromaiica  (coat/iins  several  volattle  oils),  2  mils  (30  mina.)* 

Sratjpus  IlHEr  Abomaticub.   Dose^  10  mils  {2|  fl.  dr«,). 

E.  P.— Rhei  Bhiioma,  rhubarb,  the  rhizome  of  Rhcam  palmatum;  ^tO  grn. 
for  repeated  administration;  fora  single  administration,  15-30  grg. 

PiLULA  Rhei  Composlta  (contama  rhubarbi  aloes,  m^Trh^  and  oil  of  pepper- 
mint), gra. 

PuLVis  Rhei  (Joupositus  (Gregory's  Powder)  contains  rhubarb,  light 
magnfiaifl  and  ginger,  10-60  grs. 

TiNCTUHA  Rhei  Coupostta,  formed  from  rhubarb,  cardamom  and  cori- 
ander, J-1  fl,  dr.  for  repeated  administration;  2-4  fl.  dra.  for  a  single  admin- 
ifftmiion, 

STBurcs  Rmt,  i-2  fl.  dia. 

U.  S.  P. — Senna,  the  teafleta  of  Caasia  acutifolia  (Alexandria  Senna),  and 
of  C«Mia  iuigustif olia  (India  Setma).   4  G.  (1  dr.). 
Pluidexiractutn  Senmv,  2  mils  (30  mins,). 

Infubuh  Sestn^  CoAiPOsiTUM  (Black  Draught)  contains  senna,  nianna^ 
ma^esium  sulphate  and  feunet^  120  milG  (4  oz.). 
Sthcpus  Senn*,  4  mils  (1  fl.  dr.), 
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Seona  is  atso  contained  in  the  compound  syrup  of  saraaparilla  and  in  the 
{Compound  Liquorice  powder. 

Senna  is  often  adminiBtered  a  aimple  infusion^  aentia  tea,  a  teaspoonful 
of  the  leavea  being  used  m  a  cupful  of  water. 

B,  — Seima,  tne  dried  leaflets  of  CassU  acutifoUa  (Alexandrian  senna),  and 
of  Caaaia  anguatifolia  (Tinnevelly  senna)* 

Strupus  SenjTjE,  \-2  fl.  drs, 

Infusuu  Senna,  \-\  fl.  o^.\  aa  a  draught,  2  fl.  02. 

MisTUKA  Senn^  CoMPosiTA  (Black  Draught),  fonned  from  magnesiuin  sul- 
phate, liquorice,  compound  tincture  of  cardamom,  aromatic  spirit  of  ammonia, 
and  infusion  of  senna,  ^-2  fl.  oz. 

CoNFScno  SENNiii!,  formed  of  senna,  coriander^  figa,  tamarinds,  cassia, 
prunes,  liquorice,  and  sugar,  60-120  grs. 

U.      P.— Aloe^  the  inspissated  juice  of  the  leavea  of  several  species  of  aloe. 

Ahimm^  a  pentoside  or  pentoeidea  obtained  from  aloes,  0.015  G,  (i  gr,). 

Pilule  Aloes,  2  piUa. 

TtNcru&A  Aloib,  2  mils  (30  mins-)- 

Aloea  is  also  contained  in  compound  rhubarb  pill,  compound  extract  of 
colocynth,  and  compound  tincture  of  benzoin. 
B,  P. — Aloe,  the  dried  juice  of  Aloe  chinensis  and  other  epeciea,  2-5  gre. 
Aioinum,  ^-2  gra. 

EXTRACTUM  AjLOES,  1-4  gTB. 

PiLULA  Aloes,  4-8  gra, 

PlLuxA  Aloks  et  Ferri,  4-8  grs. 

PiLULA  Aloes  et  Arafetid^,  4-8  gra. 

Aloes  is  also  contained  in  the  compound  extract  of  colocynth,  compound 
colocyrjth  pill,  pill  of  colocynth  and  hyoscyamua,  compound  tincture  of  benzoin 
and  compound  rhubarb  piU. 

S.  P. — Fran^ulAj  Buckthorn^  the  bark  of  RhamnuB  fiangula. 

FluidextTactum  FrangidcEf  1  mil  (15  mina.). 

U.  S.  P  — Cftscara  sagrada,  the  bark  of  Khamnus  Puiahiana. 

^s^tractum  Ca^rcE  SfJffradoj,  0.25  G.  (4  P^.)* 

Fludejtrachim  C^sc^nF  Sngrndw  Arotnatioim,  2  mils  (30  mins,). 

FLUiDEXTEAcrvM  Cascar^  Sagrad^,  1  mil  (Id  mins,), 

B.  P.— C&scara  Sain^^.  ihendried  bark  of  Rhamnua  Purehianus. 

Extractitm  Cascara:  Sagradce  Siccum,  2-8  grs. 

EXTRACTUM  CASCARiE  SaORAD^  LiQUIDUU,  j-l  fl.  dr, 

SyrupiM  CascatiB  ArtmaHcut^  4-2  fl.  drg. 

Two  arttficial  compounds  of  oxyanthraquiuone  have  recently  been  intro- 
duced under  the  name  of  •ptirgalin  and  exodin.  They  are  q\iite  insoluble  in 
water  and  tasteless  but  are  decomposed  in  the  intestine  and  act  there  like  the 
other  purgatives.  Purgalin  colors  the  urine  red  and  has  some  tetidency  to  irri- 
tate the  kidneys.  Dose,  0,5-1 .0  G.  (8-15  grs.),  in  friable  tablets  or  suspended 
tn  water.  These  bodies  ha%'e  no  advantages  over  the  natural  purgatives  and 
the  possibility  of  their  inducing  nephritis  renders  their  use  inadvisable. 

Of  these  numerous  preparations,  the  most  extensively  prescribed  are 
the  pills.  The  fluid  preparations  have  an  unpleasant,  bitter  taste,  and 
are  therefore  less  used,  unless  when  disguised  by  the  addition  of  sugar 
or  volatile  oils.  The  syrups  of  rhubarb  and  senna  are  often  admin- 
ister^ to  children,  and  the  confection  of  senna  and  the  compound 
liquorice  powder  are  also  pleasant,  easily  taken  preparations.  The 
compound  infusion  or  mixture  of  senna  and  the  compound  rhubarb 
powder  are  old  and  tried  preparations,  in  which  the  virtues  of  the 
vegetable  purgative  are  combined  with  those  of  a  saline  cathartic  and 
antacid  respectively;  they  are  both  possessed  of  a  harsh,  unpleasant 


taste,  Frangula  is  comparatively  rarely  iised^  but  the  fluid  extract  of 
cascara  sagrada^  which  is  practically  iJentical  with  it,  is  a  vei^^  popular 
remedy  in  habitual  constipation, 

3.  The  Jakp  and  Colocynth  Group. 

The  third  group  of  the  vegetable  purgatives  comprises  a  number  of 
resinous  glucosides  and  acids^  who^  more  intimate  chemical  structure 
is  unknown,  though  a  number  of  them  appear  to  be  nearly  related 
chemically,  so  that  it  is  possible  that  they  aJI  contain  a  common  radicle 
like  the  members  of  the  anthracene  group. 

Jalap  reein  contains  two  anhydride  glucosides,  Corwohndin  and  Jalapirtt 
the  latter  only  in  very  small  quantity.  Scammony  consists  very  largely  of 
Jahpin.  Elaterium  contains  tlaterin,  a  vety  powerful  purgative  of  which  little 
is  known,  Podopbyllum  contains  two  isomeric  principles,  PodophyUoU^in  and 
PicroptMiophyliin,  Gamboge  owes  its  activity  to  Cambogic  acid,  which,  how- 
ever, ia  insoluble,  and  seldom  acts  unless  it  is  accompanied  by  the  inactive 
bodies  of  the  crude  drug.  Ci^oc^thin  is  a  glucoside  occurring  in  the  colocynth 
fniitf  and  forms  Coloq^nthein  and  sugar  when  treated  with  acids;  colocynthein 
is  said  to  be  even  more  irritant  than  colocynthin.  Euonymus  owes  its  activity 
to  a  resinous  glucoside,  Euonynnn,  Croton  oil  contains  a  resinous  anhydride' 
dissolved  in  an  inactive  oil.  The  seeds  from  which  the  oil  is  obtained  contain  a 
poisonous  protein^  but  this  is  not  contained  in  the  oil.  Many  other  plants  con- 
tain similar  resinous  purgative  substances,  and  some  of  these  are  used  as  remedies 
to  some  extent,  but  so  little  is  known  of  their  properties  and  they  are  so  seldom 
employed  that  they  may  be  omitted  here. 

Action. — These  substances  are  in  general  much  more  powerful  than 
any  of  the  other  purgatives,  and  are  tlierefore  classed  together  as  the 
drastic  purgatives  or  hydragogue  cathartics.  In  small  quantities  they 
cause  evacuation  more  rapidly  than  the  anthracene  purgatives,  and 
m  somewhat  larger  doses  produce  profuse  watery  stools  with  much 
pain  and  often  tenesmus.  In  cases  of  poisonings  the  bowel  undergoes 
acute  inflammation,  and  blood  is  passed  in  the  stools,  which  often 
contain  shreds  of  epithelium  from  the  walls.  The  irritant  action  is  not 
confined  to  tlie  bowel  apparently,  for  their  administration  is  some- 
times followed  by  uneasiness  in  the  stomach,  and  occasionally  by  nausea 
and  vomiting.  On  the  other  hand,  moderate  quantities  are  said  not  to 
induce  colic  so  frequently  as  some  of  the  anthracene  purges* 

Several  of  these  resinous  purges  are  irritant  to  the  skin  and  especially  to 
the  mucous  membranes  of  the  eye,  nose,  and  throat.  Thus  jalap,  podophyl- 
lum and  coloc^nthin  alt  cause  pain  and  irritation  when  they  are  applied  to 
the  nostriU  in  fine  powder,  and  croton  oil  and  podophyllum  have  been  used  as 
skin  irritants. 

"Hie  presence  of  bile  in  the  intestine  increases  the  purgative  action  of  almost 
all  these  bodies^  and  in  fact,  seems  easentra]  for  the  action  of  most  of  them, 

^  Tfaa  ftctjou  oi  croton  oil  ia  often  Bt&ted  to  be  due  to  crotonoleic  &cid  derii'ed  from  the 
oil  in  the  B&Enc  tray  u  ricitiolcic  acid  is  obtiuiied  by  the  upouLficAlioti  of  cutor  mil.  Tlii« 
iji  Incorrect,  however,  the  croton  rena  which  ib  the  active  principle  ot  croton  oil  hAving  no 
rdjiljon  to  the  oil  in  which  ii  isdinotved.  Several  other  ptaots  contain  vinular  priticiples. 

Jatropha  curriu,  which  bear*  the  Barbadtm  nuts^  or  |>urKiiig  nuta,  and  Garcia 
nuiau  acid  aevcrml  cpecics  of  Omphalea  CCaah). 
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PodopbyUoioKin  and  oDloc}iithm  cause  purgation  when  injected  subeu- 
taneoualy;  Uiifl  is  probably  owing  ifi  their  excretion  into  the  bcrwd,  a»  the 
former  ba«  been  detected  in  the  fseces  after  thU  method  admmktratioiL  Podo- 
pfiyllotoxui  causes  glomerular  nephritis  and  hsmorrhages  into  various  orgazks 
when  administered  faypodennically  or  intravenously  in  large  quantities,  and 
when  added  to  blood  in  a  test-tube^  it  causes  the  formation  of  raethsfmoglobin 
in  the  corpuscles.  It  has  been  said  to  bave  a  depressant  action  on  the  central 
nervous  system^  but  this  is  probably  a  result  of  the  shock  and  hsmorrha^ 
produced  by  its  intestinal  action.  Co1oc3rnthin  is  said  to  cause  tenal  inSam- 
mation  when  applied  subcutaneously  or  taken  int^nally,  and  even  when  the 
powder  is  inhaled  during  its  nmnufacture.  Jalapin  and  convohiilin  given  by 
the  mouth  cannot  be  found  in  the  ffeecs  or  urine^  and  are  therefore  supposed  to 
undergo  partial  or  complete  oxidation  in  the  body.  Convoh-uUn  is  found  in 
the  urine,  however,  when  it  is  injected  intravenously,  and  no  purgation  follows 
iht6  method  of  administration;  so  that  it  is  probable  that  convolvulin  is  decoa^ 
posed  in  the  bowel  when  it  is  administered  internally. 

Prefaratiopts. 

Colocynthis  (IT.  8,  P.),  Colocynthidis  Pulpa  {B.  P.),  colocyntb,  the  pulp  of 
the  fruit  of  CitniUus  Colocynthis  deprived  of  its  rind, 
Extractum  €obcynt}iidU  (U.      R)»  0.03  G.  i\  gr.). 

ExTRACTUM  CoujCTNTHiDia  CoMPOStTtTM  (U.S.  P,p  B,  P.)  (contaiuuig  colo- 
cynth,  aloes,  scanimony  and  cardamom),  0.25  G.  (4  gra.)  (B.  P.,  2-8  grs.). 

PiLt;i^  Cathartice  Composite  (U.  S.  P.)  (compound  extract  of  colocynth, 
jalap,  gamboge,  and  calomel),  2  pills. 

PiLULA  Coi^)CYNTHiDi8  CdVPOsiTA  (B,  P,)  fcolocynth,  alocs,  scammoDy 
resin,  potassium  sulphate  and  oil  of  cloves),  4-8  grs. 

PiLULA  CoivOCVN'THiDfs  ET  IlToscTAMt  (B.  P.)  (compound  pill  of  colocynth 
and  extnict  of  hyoscyamua),  4-S  ^s, 

Olsum  Tiglii  (U.  P,),  Oleum  Crotonis  (B.  P.),  a  fixed  oil  expressed  from 
t-hc  seed  of  Croton  Tiglium.  0.05  c.c.  (1  min,). 

PodopbyUum  (U.  S.  P.),  Podophylli  ilhifoina  (B.  P.),  the  rhizome  and  roots 
of  Podophylhim  peltatum,  mandrake,  may  apple. 

Flni<kiirndum  Podophylli  (U.  S.  P.),  0.5  c.c.  (8  mins.). 

Rbwna  Podophylli  (U.  S.  P.,  B.  P.),  0.01  G.  (J  gr.);  B.  P.,  \-\  gr. 

TiNCTURA  PoDOPHYLU  (B.  R),  5-15  mins. 

PodophijUin  varies  conaidembly  in  composition,  and  ought  to  be  avoided. 

Jalapa  (U.  S.  P.,  B.  P^t  the  tuberous  root  of  Exogouium  Purga  (U.  S,  P.), 
of  Ipomoja  Purga  (B.  P.).    0.3-1  G.    (5-15  grsj. 

Rehina  jALAPifi  (U.  S.  P.,  B.  p.),  0.125  G.  (2  gra.};  2-5  grs.,  B.  P. 

PiJLVis  JalaI'-^  Compositus  (U.  S.  P.J  B.  P.)  contjiina  jalap  and  bitartrate 
ofpotaasimn.   2  G.  {30  grs.);  10-60  gra.,  B.  R 

Scammonice  Radix  (U.  8.  P.,  B.  P.),  Scammony  root,  the  dried  root  of 
Convolvulus  Soiiriimonia. 

Scammonm  Resina  iV.  S.  P.,  B.  P.),  0.2  G.  (3  grs);  4-S  gra.,  B.  P, 

Scammony  is  contained  in  the  compound  colocynth  p^epafa^ions. 

Elaterinum  (U.  S.  P.),  CaftHsiOi,  a  neutral  principle  obtained  from  claterium^ 
n  8ijl»Hl.um:e  dcpoBited  by  the  juice  of  the  fruit  of  Ecballium  Elaterium 
(aquirtin(5  cucumber).  0.003  G,  {in  gr,)- 

Triturulio  Khterim  (U.  S.  P.)  (one  part  elateriu  in  9  parts  sugar  of  milk)» 

o.o:u;,  V,  gr,). 

Cambogia  (U.  B.  P.  Gamboge,  a  gum  resin  obtained  from  Garcmia  Han- 
burii.  D<>se,  0.125  G.  (2  gra.). 

The  resinous  purgatives  are  genernlly  administered  in  pill  form; 
very  Frequently  two  or  more  are  combined  in  one  pill,  or  tliey  may  be 
preseribed  along  with  extract  of  belladonna  or  hyoscyamus,  or  with  a 


drop  of  some  carminative  oil  or  redn,  to  prevent  the  pain  and  griping 
which  often  accompanies  their  action.  Croton  oil  is  often  given  in  a 
pill  made  up  with  l>reaHcrunjb,  or  a  single  drop  may  be  given  on  a 
lump  of  sugar  or  in  solution  in  castor  oil.  The  importance  of  these 
purgatives  is  much  less  than  it  was  formerly,  and  several  of  them  are 
very  seldom  used;  the  most  important  are  colocynth,  podophyllum^ 
croton  oil,  and  jalap.  In  large  doses  they  act  rapidly,  witli  the  excep- 
tion of  podophyllum,  which  induces  purgation  very  slowly  (10-20 
hours). 

Therapeutic  Uses  of  the  PorgatiTeg. — The  purgatives  are  employed 
to  cause  evacuation  of  the  bowel  when  for  any  reason  its  peristalsis  is 
slow.  In  the  choice  of  a  purgative,  the  advantages  of  the  vegetable 
purgatives  must  be  weighed  against  those  of  the  saline  cathartics  and 
of  the  mercurial  preparations.  In  ordinary  constipation  of  short 
standing,  in  which  the  peristalsis  may  merely  seem  somewhat  more 
sluggish  than  usual,  the  milder  laxatives  are  prescribed  —  castor  oD, 
sulphur,  senna,  rhubarb,  aloes,  frangula,  or  cascara  sagrada.  The 
first  two  cause  least  disturbance  of  the  bowel,  but  are  disagreeable  to 
take,  and  are  less  commonly  prescribed  for  adults  than  rhubarb  or 
cascara,  or  small  doses  of  colocynth  or  podophyllum.  In  children  or 
in  debility  in  adults,  senna  and  castor  oil  are  frequently  used;  sulphur 
is  often  given  along  with  magnesia  in  constipation  in  children,  and  in 
hsemorrhoids  in  which  it  is  often  beneficial,  not  owing  to  any  specific 
action  on  the  hfiemorrhoids  but  because  it  renders  the  stools  softer 
and  less  liable  to  cause  irritation  mechanically. 

In  dironic  constipation  which  cannot  be  controlled  by  hygienic 
measures,  or  by  the  use  of  a  special  dietary  such  as  fruits,  or  coarse 
meal,  and  where  the  Intestine  has  apparently  taken  on  a  sluggish 
babtt,  rhubarb,  eascara,  aloes,  phenolphthalein,  or  colocynth  may  be 
ordered,  but  the  saline  cathartics  often  prove  more  satisfactory. 
Rhubarb  tends  to  cause  some  constipation  after  it5  laxative  effects, 
but  is  often  used  in  Ihese  cases,  as  it  possesses  some  bitter  stomachic 
action,  which  compensates  for  its  astringent  after-effects.  This  bitter 
action  is  often  given  to  the  other  purgatives  by  the  addition  of  gentian, 
mix  vomica,  or  cinchona.  In  obstinate  constipation,  in  which  the 
bowel  contains  hard  fa?cal  masses,  the  milder  purgatives  often  provoke 
griping  without  relieving  tlie  condition,  and  in  Uiese  cases  larger  doses 
of  colocynth,  jalap,  podophyllum,  or  croton  oil  are  used,  along  with 
some  of  the  extracts  of  the  atropine  group  or  with  a  carminative  oil. 
They  may  be  prescribed  along  with  some  of  the  saline  catliartics,  as 
in  the  compound  infusion  of  senna  or  the  compound  powder  of  jalap* 

Croton  oil  is  used  especially  where  the  drug  is  required  to  be  of 
small  bulk  and  the  administration  is  attended  with  special  difficulty; 
thus  in  unconsciousness  or  mania,  one  or  two  drops  may  be  given  on 
sugar.  In  lead  colic,  croton  oil  is  said  to  act  more  rapidly  and  efficiently 
thao  t^e  others. 

In  some  forms  of  diarrhcea  constant  irritation  seems  to  be  kept  up 
by  the  presence  of  irritants  in  tlie  bowel,  and  the  indications  are  the 


102 


SUBSTANCES  ACTING  LOCALLY 


removal  of  these  by  a  purge  rather  than  the  admLuistration  of  astrin- 
gents. Castor  oil,  senna  and  rhubarb  are  especially  adapted  for  this 
purpose;  the  first  two  because  they  increase  the  irritation  of  the  bowel 
less  than  the  others^  the  latter  because  of  its  subsequent  astringent 
action. 

A  purgative  is  often  administered  as  a  preliminary  In  the  treatment 
of  malaria,  syphilis  and  other  conditions,  and  seems  to  have  beneficial 
effects,  although  ttiese  are  difficult  to  explain*  In  the  beginning  of 
acute  fevers  also,  a  purge  is  often  useful^  perhaps  through  the  conges- 
tion of  the  bowel  withdrawing  the  blood  from  the  rest  of  tlie  body,  or 
through  the  removal  of  poisonous  substances  formed  by  the  decom- 
position of  the  intestinal  contents.  In  congestion  of  the  brain  and  in 
high  blood-pressure  a  purgative  is  often  administered  with  good 
effects,  which  may  also  be  attributed  to  the  accumulation  of  blood  in 
the  mesenteric  circulation,  to  the  actually  lessened  bulk  of  the  blood, 
and  perhaps  to  some  action  analogous  to  counter-irritation  of  the  skin. 
For  these  purposes  a  sharp  purge  is  generally  used,  such  as  croton  oil 
or  some  other  of  the  jalap  and  colocynth  series. 

The  more  powerful  purgatives,  especially  elaterin,  were  formerly 
largely  used  to  remove  fluid  from  the  body  in  cases  of  dropsy  or 
oedema,  and  they  were  generally  prescribed  along  with  the  saline 
cathartics  for  this  purpose;  Other  means,  such  as  diuretics,  are  gen- 
erally preferred  now  from  a  fear  that  the  violent  purging  may  weaken 
the  patient,  but  good  results  are  often  obtained  by  means  of  tliis 
treatment,  especially  a3  a  preliminary  to  the  use  of  digitalis. 

The  specific  action  of  aloes  on  the  uterus,  perhaps  aided  by  the 
congestion  of  the  pelvic  organs  from  its  purgative  effects,  has  led  to 
its  use  in  amenorrhcea;  it  is  generally  administered  along  with  iron, 
which  improves  the  condition  of  the  blood. 

The  purges  act  as  intestinal  disinfectants  by  removing  the  micro- 
organisms mechanically*  though  the  vegetable  purges  are  less  used 
for  this  purpose  than  calomel  A  purgative  is  administered  to  remove 
poisons  in  the  intestine  when  they  have  passed  beyond  the  stomach 
or  when  they  are  excreted  into  the  bowel. 

Purgatives  are  contra-indicated  in  conditions  of  acute  intestinal 
irritation,  and  during  menstruation  and  pregnancy,  owing  to  the  con- 
gestion of  tJie  pelvic  organs,  which  may  lead  to  an  excessive  flow  in  the 
one  case  and  to  abortion  in  the  other;  aloes  is  especially  dangerous 
in  these  conditions.  In  collapse,  asthenia  and  anemia,  powerful  pur- 
gatives are  contra-indicated,  owing  to  the  irritation  they  produce.  In 
hicmorrhoids,  aloes  is  often  said  to  do  harm  by  increasing  tlie  conges- 
tion of  the  rectum,  and  powerful  purges  are  injurious  from  the  straining 
they  cause,  but  if  constipation  is  present,  a  mild  purgative  is  beneficial. 
In  all  those  conditions,  if  a  purgative  is  required,  either  castor  oil, 
senna,  or  rhubarb  ought  to  be  chosen. 

Repeated  attempts  have  been  made  to  produce  evacuation  of  the  boweta 
by  tubstanccs  injected  subcutaneously.  but  the  ordinary  purgatives  are  not 
suitable  &&  they  cause  intense  pain  at  the  seat  of  injection.  Physostigmiue 
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has  been  employed  frequently,  And  more  recently  tetrachlorphenolphthatein 
has  be^Q  used  by  Abel  and  Bowntree  m  solution  in  oil. 

Another  method  by  which  the  purgatives  may  be  administered  is  in  enema. 
The  addition  of  pargatives,  such  as  castor  oil,  and  of  bile  to  the  ordinary 
enemata  has  been  practised  for  many  years,  and  small  quantities  of  other 
purgatives  have  oecaaiooally  been  employed  in  oil  or  glycerin. 
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DQute  solutions  of  such  salts  as  the  chlorides,  iodidea,  and  bromides 
of  tbe  alkalies  are  absorbed  rapidly  from  the  alimentary  canal,  but 
some  of  the  other  salts  of  these  metals  apparently  permeate  the  epithe- 
lium with  greater  di^culty,  and  their  solutions  therefore  remain  unab- 
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lOfbed  for  a  longer  time  in  Uie  mtestme.  Hie  contents  of  the  iotestitie 
ud  the  sto(^&  ttrns  contain  more  fluid  than  iisuaJ  and  these  salts  are 
lcDOW&  as  the  saline  cathartics,  llie  chief  salts  of  $odium  and  potassium 
vfatdi  have  this  iDtcatinal  action  are  the  sulphates,  phosphates,  tartrates 
and  dtrates;  less  known  ones  are  the  tnalates  and  fe^^oc^■amdes. 

In  these  effects  the  acid  constituent,  or  anion,  is  ob\iously  the  chief 
factor,  for  the  same  base,  or  cation,  is  present  in  readily  absorbed  salts 
such  as  the  chlorides.  And  no  pronounced  differences  between  the 
actioQ  of  chlorides  and  sulphates  are  observed ,  unless  the  salt  can  be 
jjpven  in  large  quantities,  as  is  possible  in  the  case  of  the  salts  of  the 
alkalies*  The  effects  of  the  sulphate  and  hydrochlorate  of  morphine, 
for  example,  may  be  taken  as  identical^  because  the  anion  is  present 
ID  50  small  amount  as  to  be  practically  inert. 

The  cation  of  a  salt  may  also  fai.1  to  be  taken  up  readily  by  the  bowel; 
for  example,  magnesium  chloride  is  absorbed  slowly  although  other 
chlorides  permeate  rapidly,  and  magnesium  salts  thus  act  as  purgatives 
in  the  same  way  as  sulphates.  When  both  ions  are  slowly  absorbed, 
as  tn  the  case  of  magnesium  sulphate,  the  cathartic  action  is  naturally 
more  powerful  than  when  only  one  has  this  character. 

The  chief  saline  cathartics  used  in  therapeutics  are  the  sulphate  of 
fodium  (Glauber's  salt),  the  sulphate  of  jnagnesium  (Epsom  salt), 
the  double  tartrate  of  sodium  and  potassium  (Rochelle  salt)  and  the 
phosphate  of  sodium^  In  addition  the  oxide  and  carbonaU  of  jnagnesinm 
have  some  purgative  action  from  being  formed  into  soluble  salts  in  the 
stomach  and  intestine.  But  besides  these,  many  other  salts  are  slowly 
absorbed  and  might  therefore  be  used  for  this  purpose.  Thus  the 
sulphates,  citrates,  or  tartrates,  of  any  of  the  alkalies  or  of  the  non- 
poisonous  alkaloids  might  be  used  for  this  purpose,  provided  they  are 
soluble,  and  any  of  the  magnesium  salts  might  be  used  in  the  same  way, 
Symptomfl.^ — The  external  application  of  solutions  of  the  saline 
cathartics  has  the  same  effect  as  that  of  any  other  indifferent  saltSj 
such  as  sodium  chloride. 

Most  of  the  cathartics  have  a  harsh^  bitter,  unpleasant  taste,  and 
when  taken  in  concentrated  solution,  may  induce  some  nausea,  partly 
from  the  taste,  and  partly  from  tlie  "salt-action''  on  the  stomach, 
which  they  possess  like  other  soluble  bodies.  Dilute  solutions,  however, 
provoke  no  such  symptoms,  but  after  one  or  two  hours  induce  a  profuse 
water>'  evacuation  of  the  bowels.  This  is  sometimes  preceded  by  some 
p^n  and  griping,  but  these  are  not  nearly  so  frequent  or  so  severe  as 
after  the  vegetable  purgatives.  Not  infrequently  the  urine  is  increased 
in  amount  afterward,  or  it  may  be  found  to  have  an  unusually  high 
percentage  of  salts.  If  a  moderate  quantity  of  a  dilute  solution  be  given, 
oidy  one  evacuation  follows,  but  large  doses  of  concentrated  solutions 
induce  repeated  stools,  which  at  first  contain  some  fsecal  matter,  but 
later  consist  mainly  of  bile-stained  mucous  fluid- 
Action:  Intestine,— -The  saline  cathartics  differ  from  the  vegetable 
gatives  in  not  inducing  irritation  of  the  intestine,  unless  when  they 
are  given  in  very  large  quantities.    The  characterisdc  effect  is  not 
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irritAtion,  but  retarded  absorption.  The  slow  absorption  of  the  salt 
entails  the  slow  absorption  of  the  fluid  in  which  it  is  dissolved,  for  the 
salt  holds  on  to  the  water  and  only  permits  of  its  being  taken  up  by 
the  bowel  if  an  equivalent  amount  of  salt  is  also  absorbed.  If  a  solution 
of  sodium  chloride  isotonic  with  the  blood  serum  be  administered  by 
the  mouth  to  a  dog  with  a  crncal  fistula,  little  or  none  of  it  reaches  the 
wound,  as  it  is  all  absorbed  in  the  stomach  and  small  iotestine*  If, 
on  the  other  hand,  an  equal  amount  of  an  isotonic  solution  of  sodium 
sulphate  be  administered  in  the  same  way,  most  of  the  solution 
escapes  by  the  fistula,  only  some  10-20  per  cent,  having  been  absorbed 
by  the  stomacli  and  small  intestine.  In  a  normal  dog  or  in  the  human 
subject,  a  much  larger  amount  of  fluid  therefore  reaches  the  large  intes- 
tine if  sodium  sulphate  be  dissolved  in  it  than  if  sodium  chloride  be 
used  instead.  The  contents  of  the  large  intestine  are  consequently 
more  fluid  than  usual,  and  are  passed  down  more  easily  toward  the 
rectum.  At  the  same  time  the  weight  and  distention  of  the  bowel 
induces  increased  perbtalsis  and  the  whole  13  evacuated.  This  increased 
peristalsis  is  due,  however,  not  to  any  irritant  action  such  as  has  been 
found  to  be  induced  by  rhubarb  or  croton  oil,  but  to  the  large  amount 
of  fluid  contents. 

This  accelerated  passage  along  the  bowel  has  been  observed  in  man 
by  means  of  the  Rontgen  rays,  and  appears  to  resemble  that  previously 
described  in  animals.  When  the  distended  small  intestine  empties 
its  contents  into  the  colon,  the  large  bowel  adopts  a  more  rapid  but 
otherwise  normal  movement  and  this  leads  to  the  evacuation  of  the 
rectum;  the  first  stool  may  thus  be  of  almost  normal  consistency, 
but  this  is  generally  followed  by  a  profuse  watery  movement  which 
may  contain  the  greater  part  of  the  salt  administered. 

If  a  weaker  solution  of  sodium  sulphate  is  administered,  the  only 
difTereace  is  that  more  of  the  fluid  is  absorbed  and  less  reaches  the 
large  intestine;  but  however  weak  the  solution,  more  of  it  reaches 
the  large  intestine  than  if  a  correspondingly  weak  solution  of  common 
salt  had  been  given* 

If  a  hypertonic  solution  be  administered,  the  effect  is  somewhat 
different.  The  salt  is  still  unabsorbed,  but  it  draws  fluid  from  the 
blood  into  the  bowel  from  its  having  higher  osmotic  pressure  than  the 
blood,  A  similar  draining  of  the  body  fluids  occurs  when  concen- 
trated solutions  of  common  salt  reach  the  bowel,  but  the  cathartic 
salts  are  much  more  powerful^  because  they  do  not  pass  out  of  the 
bowel  into  the  blood  so  easily.  Instead  of  an  exchange  of  salt  and  fluid 
being  carried  on  between  the  blood  and  intestinal  contents,  the  blood 
gives  up  its  fluid  without  any  sufficient  compensation  in  salt.  Even- 
tually the  intestinal  fluid  becomes  isotonic,  and  then  some  absorption 
of  both  salt  and  fluid  occurs;  in  fact,  some  salt  has  been  absorb^  all 
along,  as  the  epithelium  is  not  absolutely  impermeable  to  the  cathartics* 
But  much  less  of  the  sulphate  is  absorbed  than  of  the  chloride  given 
in  equal  concentration,  and  as  a  general  rule  a  strong  solution  causes 
such  an  accumulation  of  fluid  that  the  bowel  becomes  dbtended  and 
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evacuates  its  oontents.  If,  however^  firom  any  cause  this  fails  to  occur, 
a  gradual  absorpti<m  fc^ws  and  the  vhole  salt  and  fluid  in  the  bowel 
b  absorbed.  These  sahs  may  fail  to  purge,  for  example,  when  the 
blood  and  tissues  contain  very  little  fluid,  as  in  animals  which  have 
been  deprived  of  water  for  several  days  previously.  In  thb  case  the 
osmotic  pressure  in  the  bowd  is  unable  to  draw  fluid  from  the  con- 
centrated blood,  which  oa  the  other  hand  has  a  hig}i»  attraction 
for  the  fluid  in  the  bowd  than  usuaL  But  where  large  quantities  of 
fluid  are  present  in  the  tissues,  as  in  oedema  and  dropsy,  the  saline 
cathartics  drain  them  through  the  blood  into  the  bowel,  and  very 
profuse  evacuation  occurs,  with  the  disai^>earance  of  the  exudate. 

The  saline  cathartics  fail  to  penetrate  the  intestinal  epithelium, 
jost  as  sodium  ddoride  faib  to  penetrate  the  blood  onpuscles  (p.  26), 
throng  some  peculiar  physical  diaracta*,  iriiidi  prevents  than  foUowing 
the  ordinary  process  of  diffusion  and  which  b  at  presa:it  unknown. 
In  thb  relation  it  has  been  found  by  Hofmeister  and  Pauli  that  the 
po^tive  salts  have  a  greater  tendency  to  precipitate  proteins  and 
have  less  tendoicy  to  permeate  into  unorganised  emends  than  most  of 
the  nofrpurgative  salts.  In  numerous  other  instances  the  sulphates, 
tartrates,  and  other  cathartic  anions  have  proved  slower  in  permeating 
into  living  cells  than  the  chlorides  and  brtHnides,  and  their  effects  on 
the  blood  ceUs,  musde,  nerve,  and  some  other  tissues  show  marked 
deviations  from  those  of  the  halogen  salts.  Another  curious  relation 
between  the  purgative  anions  b  that  their  calcium  salts  are  all  very 
much  less  soluble  than  those  of  the  salts  which  penetrate  the  epithetium, 
and  it  seems  probable  that  they  precipitate  the  calcium  in  the  bowel 
wall.  Most  of  the  cathartic  anions  are  bivalent  or  trivalent,  but  thb 
b  not  true  for  all  of  them,  for  the  higher  members  of  the  acetate  series 
are  absorbed  with  the  greatest  di£Bculty  by  the  intestine. 

The  saline  cathartics  induce  certain  changes  in  the  Blood  indirectiy 
through  their  action  on  the  intestine.  They  prevent  the  absorption 
of  the  fluid  of  the  food,  or,  if  in  sufficient  concentration,  actually  draw 
fluid  from  the  blood  and  tissues  into  the  bowel,  and  imder  both  con- 
ditions the  blood  becomes  more  concentrated  than  usual;  in  the  first 
case  because  it  b  not  reinforced  by  the  usual  amount  of  fluid  from 
the  food,  in  the  second  because  it  actually  loses  fluid  into  the  intestine. 
This  concentration  of  the  blood  leads  to  a  sensation  of  thirst,  and  to 
a  lessened  excretion  of  fluid  by  the  kidneys  and  other  glands. 

A  certain  amount  of  salt  and  of  fluid  is  absorbed  from  the  intestine, 
unless  purgation  follows  very  rapidly,  and  this  salt  acts  in  the  blood 
and  tissues  in  the  same  way  as  the  salts  which  do  not  act  as  cathartics. 
When  very  dilute  solutions  of  these  salts  are.  given,  therefore,  the 
blood  becomes  less  concentrated  and  diuresis  follows,  but  thb  does 
not  occur  so  soon  as  after  a  similar  solution  of  common  salt,  because 
the  absorption  is  somewhat  slower.  Stronger  cathartic  solutions 
at  first  cause  a  concentration  of  the  blood  and  lessened  urine,  but 
afterward  the  excess  of  salt  in  the  blood  may  cause  diure^.  The 
greater  the  purgative  action,  the  less  the  diuretic,  because  more  fluid 
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and  more  of  the  cathartics  are  thrown  out  in  the  stools.  If  no  purga- 
tion follows  for  any  reason,  as  when  the  blood  has  been  concentrated 
by  long  abstinence  from  water»  the  whole  of  the  salt  eventually  passes 
into  the  blood  and  is  excreted  by  the  kidney,  and  may  cause  very  con- 
siderable diuresis  and  a  still  further  concentration  of  the  blood.  The 
sulphates  are  absorbed  by  the  epithelium  of  the  renal  tubules  \vith 
much  greater  difficulty  than  cliloride,  and  thus  offer  osmotic  resistance 
to  the  absorption  of  the  fluid  in  the  tubules;  sulphates  absorbed  into 
the  blood  therefore  induce  a  more  profuse  diuresis  than  an  equal  amount 
of  chloride,  but  less  of  the  former  reaches  the  blood  generally^  so  that 
the  chlorides  are  better  practical  diuretics. 

From  the  above  it  can  be  inferred  at  once  that  a  saline  cathartic 
mjected  intravenously  causes  no  purgation,  for  instead  of  preventing 
the  passage  of  fluid  from  the  bowel  into  Uae  blood,  it  rather  encourages 
its  absorption  by  increasing  the  osmotic  pressure  of  the  blood.  And 
similarly  the  hypodermic  injection  of  these  salts  is  not  followed  by 
purging,  A  certain  amount  of  discussion  has  been  carried  on  in  the 
last  few  years  on  this  point,  but  the  result  has  been  to  confirm  this 
view  and  to  indicate  that  experiments  which  seemed  to  oppose  it  were 
erroneously  performed. 

The  statement  is  sometimes  made  that  the  saline  cathartics  act  as 
cholagogues,  t.  f„  increase  the  secretion  of  bile,  but  this  has  not  been 
confirmed  by  more  careful  observations. 

The  Temperature  is  often  somewhat  reduced  by  the  action  of  the 
saline  cathartics,  but  seldom  more  than  one-half  degree. 

The  habitual  use  of  saline  cathartics  is  often  efficient  in  B^ducing 
tho  Weight  in  obesity,  and  many  of  the  natural  mineral  waters  have 
a  considerable  reputation  in  the  treatment  of  such  cases.  This  appears 
to  be  due  in  part  to  less  proteins  and  fats  being  absorbed  from  the 
intestine,  in  part  to  the  fluids  of  the  body  being  decreased.  There 
seems  no  reason  to  suppose  that  any  marked  change  in  the  nitrogenous 
metabolism  is  induced  by  the  cathartics,  for  the  nitrogen  in  the  urine 
is  often  practically  unaltered  in  amount. 

When  purgation  follows  the  administration  of  a  saline  catharticj 
the  most  of  the  salt  escapes  in  the  ffeces,  never  having  been  absorbed 
at  alL  When  the  salt  fails  to  purge,  however,  and  is  absorbed,  it 
undergoes  the  usual  exchanges  in  the  tissues  and  is  excreted  by  the 
urine*  There  is  no  reason  to  suppose  that  any  of  it  appears  again  in 
the  stomach  or  intestine. 

The  Sulphates  seem  to  pass  through  the  tts&xiea  without  injuring  them, 
and  but  little  effect  is  observed  from  injecting  considerable  quantities  into 
the  blood.  When  the  sulphati^  ion  ia  combined  with  a  poisonous  base,  such  as 
potassium  or  magnesium,  the  injecttou  is  of  course  followed  by  characteristic 
iymptoms;  but  the  anion  seems  to  be  comparatively  harmless^  and  when  the 
potaasium  or  magacsium  salt  is  taken  by  the  mouth  it  also  is  quite  devoid  of 
general  action. 

The  Phosphates  are  also  very  inactive  after  abeorption.  When  they  are 
injected  subcutaneoualy  or  intravenously,  the  metaphosphates  and  pyrophoa- 
poatefl  are  poisonous^  but  this  appears  to  be  due  to  their  alkalinity  (Starken- 
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l^li)-  1'^*>*«i»hn1nM  nhttorbed  in  man  and  ia  the  camivom  are  excreted  by  the 
QEl»v  '       acitJity  of  the  urine;  in  the  herbivora  they  are  excreted 

gl|Z^.  '  luwe)  wall, 

^t^'  n  MTo  slowly  oxidized  in  the  tissues  to  carbonates  but  a  con- 

^kmtH  iiy  i«  excreted  rn  the  urine  unehanged.  Injected  into  the  blocxJ 

^SnAft  U**^  Luitrul^  iieem  to  act  as  heart  poisons,  and  in  the  rabbit  nephritis 
^  iMItci  I'V  tlitiir  hypodermic  appllcatioii,  but  no  such  ciTects  are  observed 
fH  IMMi  Uirtu  Uioir  uxhninistration  by  the  mouth  even  in  enormous  quantities. 

'fl*  w»if!«  ttiwl  carbonate  of  magnesium  differ  from  the  other  salitie 
M  :  id  \h'U]^  very  insoluble  and  in  possessing  an  alkaline  reaction. 
I      iriK*;!*ted  is  formed  into  magnesium  chloride  In  the  stomach, 
ihv  carbonic  acid  present  in  the  intestine  may  dissolve 
(/.wi  h:  fiiriiiinK  the  bicarbonate.    Their  alkahnity  serves  to  remedy 
>«ive  acidity  of  the  stomach  or  intestine,  while  at  the  same 
(ir*'  mildly  cathartic.   The  prolonged  use  of  large  quantities 
,  .  m  Ima  in  some  cases  let!  to  the  formatiou  of  large  concretions 
144  \im  UfWtil,  resulting  in  obstruction* 


PREPARATI0N3. 

M  duLHUAB  (U.  3*  P.,  B.  P,),  Glauber's  salt  (Na^SOi,  lOHiO),  aoluble  in 
3  |f(irU  tif  cold  water,  15  G.  (4  dra.);  B.  P.,  30-240  grs, 
4'-vK(iM  HiJLPHAS  (U.     p.,  B.  P.),  Epsom  salts  (MgSO«,  7HiO),  eoluble  in 
I  ,J  .-old  water,  15  G,  (4  drs.);  B,  F,,  30-240  gra, 

iTyjitalline  salts  with  a  harsh,  bitter  taste. 

a        i^HfinniAB  (U.  S,  P.,  B.  R)  (NajHPO*  +  12H,0),  a  crystaUine  aalt 

HfMl  i  iiui,  niiliiie  taste,  soluble  in  about  6  parts  of  cold  water^  4  G.  (1  dr.); 
t  l^^O  Kra.  (repeated),  150-240  grs.  (mtigle), 

ttiUittraa  (U.  S.  P.),  Potassii  Tartras  Addus  (B,  P,),  cream  of  tartar 
'  tt),  n  crystalline  powder  with  a  pleasant  acidulous  taste,  soluble  in 
./f  water,  2  G.  {30  grs.);  B,  P,.  15-eO  grs. 
i%H*4wn  KT  HoDii  Tarteas  (U.  S,  P.,  B.  P.),  Hochelle  salt  (KNaC+H^O 
-j  i\iAti,  I'ryntida  or  powder  with  a  cool  saline  taste,  aoluble  in  1.2  parts  of 
Id  *Ht«r,  JO      (2i  drs.);  B.  P,,  12<^240  grs- 

MAUnnbtA  (B.  P.)j  Magnesii  OxmuM  (U.  S.  P.),  magnesia  (MgO).  2  G. 
(5«iKfa  /;  li.  P.,  &-60  grs. 

VUiiWRiiJi  (^arbonas  (U.  S.  P.,  B.  P,)  (MgC0,)4Mg(0H),  +  5H,0),  3  G. 
(^6  urn  I;  I5.  P.,  grs, 

J  hMM  /'>rrii  white  amorphous  powders  with  an  earthy^  not  saline,  taste. 
Tlwty  nftt  ifiwiluble  in  water,  but  the  carbonate  is  dissolved  by  excess  of  carbonic 
4«id. 

Uttmwiag  FreparatLons. 

lUit,Vtt*  MrrituVttaciDr^a  CoMpOflrrus  (TJ,  S,  P.),  Polvis  Soo.c  Tartabat^ 
Lrvftuv bm;icnh  ^I).  PO*  Seidlitz  powder. 

TiiU  powder  is  innde  up  in  two  papers^  of  which  the  blue  one  contains  a 
[itixiiini  4»f  'A  part^  of  Rocbelle  salts  and  one  part  of  sodium  bicarbonate^  In  all 
fO  il  nm  ptnOj  while  the  white  paper  contains  2.2  G.  (2.5  G.,  B.  P*)  of 
Urtiiri't  fifsifh  Wlien  the  powders  are  dissolved  separately  in  water  and  the 
loltiti'jfiH  tiiixL'd,  the  tartaric  acid  acting  on  the  bicarbonate  releasea  carbonic 
ti;)il  with  o]T(irv(3He«tic<3, 

/.K/iwr  Mfignrmi  (Hlmti»  (U,  S,  P,)  is  a  solution  of  magnesium  citrate  with 
OKiMiMi  tit  ritrio  acid  to  which  potassium  bicarbonate  is  added.  The  whole  is 
(tittlluil  tutfitly  and  ulTorvt^aciJM  wlion  the  cork  is  removed.  350  mils  (12  fl*ozOi 


SALINE  CATHARTICS 


Magnesii  Sulphas  E^^rvt^cens  (B.  P,  },  a  mixture  of  Epsom  salts,  s(>dium 
bicarbotLftte,  tartaric,  and  citric  acids,  which  effervesces  when  mix&d  with 
water.   60-180  grs,  for  repeated  adminiatratton;  for  a  single  administration 

Sodii  Sidpha^  Eferve^tens  (B.  P,),  a  similar  mixture  containiDg  the  sulphate 
of  soda  instead  of  that  of  ma^esia.  60-120  grs.  for  repeated  adminlBtration; 
for  a  single  arJniinistration  J— i  oa. 

Sodii  Phosphas  Eff^rvescens  (B.  P.,  U,  S.  P.),  similar  to  the  above,  but  con- 
taining the  phosphate  in  place  of  the  sulphate,  10  G.  (2i  drs,);  B,  P.,  60-120 
gm,  for  repeated  administration  and     ^  oz.  for  a  single  administration. 

Many  other  effervescent  mixtures  are  used  instead  of  the  official  ones — amoag 
them  the  tartrates  and  citrates  of  the  alkalies,  the  acetate  of  magnesium,  etc. 

The  sulphates  of  sodium  and  of  magnesium,  the  tartrates  of  sodium  and 
potassium  and  the  phosphate  of  sodium  are  given  in  solution^  the  last  often  in 
milk.  Unless  imder  special  conditioos  the  salts  ought  not  to  be  in  greater 
concentration  than  5-10  per  cent.  Magnesia  and  magnesium  carbonate  are 
administered  in  powder^  sweetened  if  necpsBary.  The  effervescent  preparations 
are  always  to  be  taken  in  solution  in  about  a  tumbler  of  water;  in  some  inataccefl 
in  which  this  was  not  understood,  severe  distention  of  the  stomach  with  alarm- 
ing symptoms  have  arisen  from  the  carbonic  acid  being  freed  in  the  stomach. 
The  effervescent  preparations  ought  to  be  kept  dry,  and  the  solution  of  mag- 
nesium citrate  has  to  be  kept  tightly  corked. 

Very  often  the  natural  mineral  waters  are  used  instead  of  the  pharmaco- 
pteial  preparations^  the  best  knonn  purgatives  among  these  being  the  Hunyadi- 
Janos  water  and  Carlsbad  water,  which  contain  the  sulphates  of  sodium  and 
magnesium.  "Carlsbad  salts"  are  obtained  by  the  evaporation  of  the  waters, 
but  are  very  often  artificial  imitationa.  Many  other  springs  have  the  same 
effects,  and  a  widespread  belief  exists  that  tlie  natural  waters  are  ''more  effi- 
cient" or  "less  depressant"  or  have  some  mystical  virtues  that  are  not  shared 
in  by  the  artifietal  salts,  but  this  belief  does  not  seem  to  have  any  real  basis, 
and  U  probably  a  survival  of  the  old  religious  belief  in  the  heating  properties 
of  springs. 

In  the  natural  waters  the  purgative  salts  are  always  accompanied  by  other 
le^  active  ones,  such  as  the  chlorides  of  sodium,  calcium,  etc. 

Ayar-Afar  may  be  mentioned  here  as,  altliough  it  haa  no  chemical  relation  to 
the  saline  cathartics,  its  action  presents  certain  analogies  and  it  has  been  used 
for  similar  purposes.  It  is  obtained  from  various  East  Indian  sea-weeds,  and 
consists  mainly  of  gelose,  a  carbohydrate  which  is  indigestible  and  unabaorbable 
and  retains  water  in  the  alimentary  canal  in  the  same  way  as  the  saline  cathar- 
tics. It  thus  increases  the  bulk  of  the  contents  of  the  bowel  and  causes  thetr 
evacuation  in  constipation.  Aqw  (TJ.  S.  P.),  10  G.  (2^  drs.)  is  given  suspended 
in  water  or  in  food  in  chronic  constipation.  It  is  almost  tasteless. 

Other  inert  and  unabsotbable  fluids  may  be  used  to  increase  the  intestinal 
cuntentf!  and  thus  promote  peristalsis;  thus  the  liquid  petrolate  or  paraffin 
(p.  52)  has  been  used  in  constipation  with  success;  but  sometimes  it  passes 
through  the  canal  without  carrying  with  it  the  ordinary  contents,  and  in  some 
patieate  it  tends  t^>  escape  from  the  anus  in  small  quantities  without  cauaing 
an  evacuation  of  the  bowel.  About  )~3  oz.  may  be  given  each  day  in  one  dose 
or  in  divided  do^  before  meals. 

The  same  effect  may  be  obtained  by  the  use  of  bulky  and  indigestible  foods 
such  as  green  vegetables  or  coarse  meal 

Tlierapeutic  Uses. — The  saline  cathartics  are  very  largely  used  to 
relieve  constipation.  Habitual  constipation  seems  to  be  caused  by 
insufficient  peristalsis,  and  the  slow  passage  of  the  contents  through 
the  intestines  allows  of  a  more  complete  absorption  than  usual,  this  in 
turn  rendering  the  froces  hard  and  dry  and  difficult  to  move  onward. 


land  thus  facilitate  their  expulsion,  and  this  is  probably  the  only  effect 
tJiey  have  when  taken  in  small  quantities,  and  especially  in  dilute 
solution  as  in  the  natural  mineral  waters.  In  larger  quantities,  how- 
jever,  more  water  is  retained  in  the  bowel,  and  tlie  weight  and  disten- 
tion cause  peristalsis^  while  in  sufficient  quantity  they  draw  fluid 
from  the  blood  and  cause  profuse  watery  discharges.  When  a  very 
complete  evacuation  is  desired,  the  saline  cathartics  may  be  given 
along  with  some  of  the  vegetable  purgatives.  Such  mixtures  are  the 
official  Black  Draught  (see  Senna)  and  the  compound  powder  of  Jalap. 
The  saline  cathartics  act  much  more  rapidly  than  the  vegetable  pur- 
gatives, and  a  common  method  of  combining  their  effects  is  to  give 
the  latter  in  the  evening  and  the  saline  the  following  morning;  in  the 
same  way  a  mercurial  purge,  such  as  calomel,  given  in  the  evening, 
may  be  followed  by  a  Scidlitx  jmwder  in  the  morniiig. 

The  chronic  constipation  due  to  sedentary  habits  is  much  benefited 
by  the  saline  cathartics,  more  especially  by  dilute  solutions  taken 
before  breakfast.  The  sulphates  and  tartrates  are  harsh  and  unpleasant 
to  the  taste,  and  the  natural  waters  are  often  preferred,  or  one  of 
the  effervescent  preparations  may  be  used  in  tliose  cases. 

The  sulphates  and  tartrates  are  more  frequently  used  where  a  single 
large  dose  has  to  be  prescribed  in  order  to  empty  the  bowel,  but  here 
also  tJie  Seidlitz  pow^der  may  be  advised  instead,  as  being  more  agreeable 
to  the  taste.  These  cathartics  were  at  one  time  used  in  fever,  partly 
from  a  theory  that  they  reduced  the  temperature;  they  are  certainly 
leas  liable  to  cause  pain  and  griping  than  the  vegetable  purgatives, 
and  thus  tend  to  disturb  the  patient  less. 

The  sodium  phosphate  is  often  prescribed  for  children,  either  as  a 
powder  to  be  given  in  jelly,  or  in  solution  ia  milk  or  other  food,  which 
completely  hides  its  taste. 

The  saline  catliartics  are  used  to  lessen  intestinal  putrefaction,  and 
are  sometimes  very  efficient,  though  tliey  do  not  act  through  any  anti- 
septic power,  but  simply  by  removing  the  putrefying  mass.  The  phos- 
phate of  sodium  has  been  especially  recommended  in  some  forms  of  diar- 
rhoea in  children. 

The  saline  cathartics  are  administered  to  remove  accumulations  of 
fluid  in  the  body  arising  from  cardiac  or  renal  insufficiency,  or  from 
an  old  effusion.  For  this  purpose  the  sulphate  of  magnesium  is  used 
in  a  large  dose,  dissolved  in  about  its  own  weight  of  water;  if  purgation 
does  not  follow  in  1-3  hours,  an  enema  may  be  necessary,  or  the  saline 
may  be  given  along  with  a  vegetable  purgative.  This  form  of  treat- 
ment was  very  popular  at  one  time,  but  is*  liable  to  weaken  and  depress 
the  patient,  and  is  specially  contra-indicated,  therefore,  in  asthenic 
conditions.  Other  methods  of  removing  accumulations  of  fluid  are  by 
the  use  of  diuretics  (see  caffeine),  diaphoreUcs  (see  pilocarpine),  or 
cardiac  remedies  (digitalis). 

As  diuretics  the  saline  cathartics  are  inferior  to  other  salts,  such 
as  tlie  acetates  or  nitrates.   Large  quantities  of  dilute  solutions  of  the 
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purgative  salts  are  of  value  in  the  treatment  of  some  forms  of  obesity, 
the  mineral  waters  being  generally  prescribed  for  this  purpose,  or  the 
patient  being  sent  to  drink  them  at  their  source. 

Magnesia  and  magnesium  carbonate  are  less  liable  to  purge  than 
the  soluble  salts,  and  are  specially  indicated  in  hyperacidity  of  the 
stomach  or  in  acid  putrefaction  in  tlie  boweh  They  cause  les3  irritation 
than  the  carbonates  of  the  alkalies  because  of  their  insolubility,  and 
at  the  same  time  have  the  advantage  of  acting  as  mild  purgatives, 
while  the  lime  preparations  which  are  insoluble,  tend  to  induce  con- 
stipation. The  magnesia  preparations  may  be  used  also  in  diarrhoea 
as  antacids,  as  they  have  no  irritant  action  on  the  bowel,  A  com- 
bination of  antacid,  carminative,  saline  and  vegetable  aperient  is  found 
in  Gregory's  powder,  which  contains  magnesiat  rhubarb,  and  ginger 
(p.  97),  Freshly  prepared  magnesia  is  recommended  in  arsenic  poison- 
ing to  form  an  insoluble  precipitate  in  the  stomach,  and  in  poisoning 
with  acids  it  is  also  of  value  w^hen  it  can  be  obtained  readily.  In  both 
cases  it  is  to  be  given  in  large  quantities. 

The  phosphate  of  sodium  has  been  given  in  various  bone  diseases,  as  in  osteo- 
malacia and  rickets,  this  treatmeDt  being  founded  on  the  belief  that  the  soften- 
ing  of  the  bones  is  due  to  the  lack  of  phosphates  in  the  food,  but  there  is  no 
reason  tc  suppose  that  this  idea  is  correct,  and  the  treatment  is  not  attended 
with  success.  It  baa  also  been  recommended  in  the  uric  acid  diathesis.  The 
phosphate  have  been  supposed  to  be  of  benefit  in  nervous  diaeaseat  on  the 
theory  that  these  were  due  to  the  inaufficiency  of  phosphorua  in  the  brain,  an"" 
glycero^phoepbates  have  been  introduced  for  the  same  reason,  but  there  is 
never  auy  deficiency  in  the  supply  of  phosphates  in  the  food,  and  in  practice 
DO  benefit  is  seen  from  the  use  of  these  salts. 
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X.   7BGETABLE  ASTRINGENTS— TANNIC  ACID  SERIES. 

A  large  number  of  vegetable  substances  owe  their  action  to  their  con- 
taining tarmin  substances,  while  in  many  other  preparations  the  effect 
of  more  important  constituents  is  modified  by  the  presence  of  these 
widely  distributed  bodies.  Tannic  acid  proper  (CuHi(/0|)  is  a  feebly 
id  substance  derived  from  the  oak  gall,  and  seems  to  consist  of 
anhydride  combination  of  gallic  acid,  CtHsOs,  into  which  it  is 
easily  decomposed.  Gallic  acid  is  formed  from  a  large  number  of  other 
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bodies  which  closely  resemble  tannic  acid  in  their  geoeral  features, 
but  are  by  no  means  ideDtica)  with  it.  Their  constitution  la  altogether 
unknown,  but  they  possess  a  number  of  reactions  in  common  and 
are  generally  classed  together  as  the  tannic  acid  substances.  Some  of 
them  contain  a  sugary  and  tannin  or  tannic  acid  is  therefore  some- 
times said  to  be  a  glucoside.  These  bodies  precipitate  albumins^  gelatin, 
alkaloids  and  some  gtucosides^  and  the  salts  of  the  heavy  metals; 
the  salts  of  iron  form  a  bluish-black  or  greenish-black  precipitate. 

Action. — The  phannacological  effects  of  these  bodies  are  due  to 
their  precipitating  albumins  and  other  proteins,  and  this  reaction 
may  therefore  be  described  before  their  action  in  the  body.  If  tannic 
acid  solution  be  added  to  a  neutral  solution  of  atbiunin  or  gelatin^ 
a  white  precipitate  falls,  which  is  entirely  insoluble  in  water»  but  is 
soluble  in  excess  of  albumin  or  gelatin,  in  acetic  or  lactic  acid,  and  in 
alkaline  solutions.^  Solutions  of  pepsin  and  of  peptones  are  also  pre- 
cipitated by  tannic  acid  unless  in  the  presence  of  an  acLd.  If  protein 
tannate  be  exposed  to  the  action  of  the  gastric  juicej  it  undergoes 
digestion  and  is  dissolved  in  the  same  way  as  an  ordinary  coagulated 
protein  such  as  fibrin.  During  the  process  the  tannic  acid  is  set  free 
from  its  combination  apparently,  and  can  precipitate  undigested 
proteins,  although  it  has  no  effect  on  the  peptones  in  the  acid  medium. 
When  a  soluble  tannate  is  formed  by  the  addition  of  soda  or  potash  to 
a  tannic  acid  arjlution,  the  presence  of  proteins  produces  no  precipitate, 
the  affinitiw  of  tlie  acid  being  satisfied  by  the  alkali,  and  for  the  same 
leason  the  tannic  acid  precipitate  is  dissolved  In  the  presence  of  alkalies. 

Tannic  add  applied  to  animal  tissue,  as  in  the  tanning  of  leather, 
causes  a  precipitation  of  the  proteins,  and  the  tissue  becomes  harder 
and  tougher  and  tends  to  shrink  together;  at  the  same  time  it  has  less 
tendency  to  undergo  putrefactive  changes  and  does  not  lose  its  flexi* 
bility,  as  it  would  in  drying. 

Tannic  acid  solutions  haVe  a  harsh,  bitter,  "astringent"  taste,  and 
produce  in  the  mouth  a  feeling  of  constriction,  dryness  and  roughness, 
along  with  a  sense  of  stiffness  in  the  movements  of  the  tongue,  and  some 
loss  of  taste.  These  effects  are  due  to  the  coagulation  of  the  superficial 
layers  of  protein  Ijotli  within  and  without  the  epithelium,  which  substi- 
tutes for  the  ordinary  smooth  surface  a  firmer,  less  even  one  over  which 
the  tongue  ctm  uo  longer  move  easily.  The  feeling  of  constriction  may, 
pcrimfis,  be  caused  by  an  actual  shrinking  of  the  superficial  layers  of 
i\w  ciiitlicliuni,  or  may  l>e  due  merely  to  the  impaired  movements  and 
am  Hilt  ion, 

'J'lic  ii.itriiigent  feeling  is  continued  in  the  throat  as  the  solution  is 
Mwallowcd,  find  occasionally  some  discomfort  or  even  nausea  and  vomit- 
ing finr  pruvokcd  by  it,  but  as  a  general  rule,  no  such  effects  are 
olmervcd.    Tlic  wtnoU  are  rendered  harder  and  firmer  by  the  admin- 

Inlnilif  f  (jiriTitc  fuid,  and  constipation  is  often  produced  by  it.  Id 

$%V4*nikt  tnruiii'  lu'id  tioinctinies  causes  irritation  of  the  intestine  and 

<  HfiiiiM  j||ii<<if|iAiM<|pii  liii  the  AfDountAof  different  auihon  in  r«siurd  to  tbtce  ructiou 
ttf0  |ii'fli«|i*  fliii*  III  vitrintlojii  iu  this  unoutit  of  the  neutnl  Hlta  in  thtir  prep&r&tioDS. 
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diarrhcEa,  but  beyond  these  symptoms  of  local  irritation  of  the  stomach 
and  bowe!,  no  effects  arise  from  even  enormous  quantities  of  the  drug. 

In  the  stomach,  tannic  acid  combines  with  any  protein  substance 
with  which  it  may  come  in  contact  and  precipitates  it,  but  as  digestion 
progresses,  this  combination  is  broken  up,  as  the  peptones  do  not  com- 
bine with  tannic  acid  in  acid  solution,  and  the  astringent  action  is 
therefore  exercised  on  the  walls  of  the  stomach  and  intestine.  Ordinary 
quantities  cause  the  same  superficial  coagulation  as  in  the  mouth, 
but  If  large  doses  be  given  when  the  stomach  and  intestine  are  not 
protected  by  foodstuffs,  a  more  complete  coagulation  of  the  mucous 
membrane  takes  place  and  the  consequent  irritation  results  in  vomit- 
ing* and  sometimes  in  diarrhoea.  The  increase  in  the  consistency  of 
the  stools  is  probably  due  to  the  layer  of  coagulated  protein  acting  as 
a  protective  to  the  bowel,  lessening  its  irritability  and  thus  retarding 
its  movements  so  that  there  is  longer  time  for  the  absorption  of  tlie 
fluid  part  of  its  contents,  although  this  proceeds  more  slowly  under 
tannic  acid  than  normally  (Gebhardt),  The  secretion  of  mucus  by 
the  intestinal  epithelium  is  lessened  (Frey)^  and  thb  may  also  retard 
the  passage  of  the  contents.  Hesse  states  that  the  constipating  action 
is  exercised  chiefly  in  the  large  bowel  when  tannalbin  is  given,  but  this 
may  not  hold  for  the  ordinary  forms  of  tannin.  Yeasts  and  microbes 
are  precipitated  by  tannin,  and  this  may  tend  to  lessen  the  fermenta- 
tion in  the  bowel  in  some  cases,  although  some  preparations  of  tannic 
acid  which  have  been  examined  jn  regard  to  this  point  have  been  found 
to  have  little  or  no  effect  on  intestinal  putrefaction. 

The  local  application  of  tannic  acid  causes  a  diminution  of  the 
secretions  of  glands,  as  lias  been  demonstrated  by  Schiitz,  This  is 
due  to  its  effects  upon  the  protoplasm  of  the  secreting  cells>  which 
probably  undergo  the  initial  stages  of  coagulation. 

It  13  often  stated  that  tannic  acid  constricts  the  vessels  of  any  part 
to  which  it  is  applied,  but  tins  is  not  supported  by  accurate  observations. 
In  acting  as  a  protective  to  mucous  surfaces,  it  may  reduce  congestion, 
but  there  Is  no  reason  to  suppose  that  it  acts  more  directly  on  the  vessel 
walls,  or,  in  fact,  that  it  ever  reaches  them  in  an  active  form.  In  the 
same  way  it  may  indirectly  lessen  the  in^ammatory  exudation  from 
the  vessels  and  the  leucocytosts. 

When  tannic  acid  comes  in  contact  with  blood  in  a  test-tube  it  pre- 
cipitates the  proteins,  and  when  it  is  injected  intravenously,  the  pre- 
cipitate formed  leads  to  the  formation  of  emboli. 

The  fate  of  tannic  acid  in  the  body  has  given  rise  to  some  discussion. 
When  it  is  taken  internally,  a  small  proportion  is  sometimes  eliminated 
hy  the  bowel  unchanged,  but  very  often  none  is  to  be  found  in  the  stools; 
traces  are  apparently  absorbed  and  excreted  in  the  urine  in  both  man 
and  animals,  although  some  investigators  have  failed  to  detect  these. 
When  sotliuni  tannate  is  admirustercd  internally^  a  distinctly  larger 
amount  of  it  is  absorbed  and  reap|)ears  in  the  urine.  Hut  ranch  the 
greater  part  of  the  tannic  acid  is  dectimposed  in  the  intestine  into  gallic 
acid,  sijme  of  which  often  passes  out  in  the  stools,  some  in  the  urine* 
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Only  about  1  per  cent,  of  the  tannic  acid  swallowed  reappears  in  the 
excretions,  either  as  tannic  or  gallic  acid;  the  rest  apparently  undergoes 
complete  oxidation  in  the  tissues,  for  no  further  trace  of  it  can  be  found. 
After  tannic  acid  is  administered,  some  tannic  or  gallic  salt  is  present 
in  the  blood,  for  iron  salts  give  a  darker  color  to  it,  but  it  is  impossible 
to  state  whether  this  is  tannin  or  a  galiate,  although  in  nil  probability 
it  is  the  latter.  According  to  Harnack^  the  gallic  acid  in  the  urine 
sometimes  forms  pyrogallol  on  standing,  but  this  poisonous  substance 
is  not  formed  from  tannic  acid  in  the  intestine  or  tissues. 

Tannic  acid  then  does  not  exist  in  the  tissues  as  such,  but  only  in 
the  form  of  traces  of  the  galiate  or  tannate  of  sodium,  which  are  so 
small  as  to  be  devoid  of  astringent  properties.  The  effects  of  tannic 
acid  are  therefore  limited  to  the  point  of  application,  and  there  is  no 
evidence  of  any  weight  that  it  exercises  any  action  after  absorption. 
The  alkaline  tannates  are  generally  believed  to  be  entirely  devoid  of 
astringent  effects,  but  the  tannic  acid  is  freed  to  some  extent  by  such 
feeble  acids  as  carbonic  acid,  so  that  the  astringent  action  is  present 
in  the  intestine. 

Tannic  acid  ia  often  said  to  lessen  the  albuminuria  in  certain  forms  of  Brighl's 
disease,  but  the  only  exact  determinationa  whioh  have  lioen  made  in  man 
showed  thut  no  such  effect  wa^s  present,  and  in  Hibberla*  experiments  the 
animals  were  moribund  when  the  improvement  occurred,  and  no  safe  deduc- 
tioiig  can  be  made  therefore.  The  urine  is  sometimes  said  to  be  diniinished 
by  tannic  acid,  but  this  statement  is  based  on  error.  Last  of  all,  tannic  acid 
is  said  to  lessen  internal  hiEinorrlmge  by  contracting  the  vessels,  but  taonate 
of  aodiunij  the  only  form  in  which  it  can  exist  in  the  blood  is  entirely  devoid  of 
action. 

Gallic  acid  given  by  the  mouth  is  absorbed  and  ia  excreted  by  the  kidneys 
to  some  extent.  Much  of  it  disappears  in  the  tissues,  however^  apparently  by 
oxidation,  Gallic  acid  has  no  astringent  properticfi  and  ia  quite  useless  in 
therapeutics. 

The  numerous  preparations  of  the  pharmacopceias  which  owe  their  activity 
to  their  containing  tannic  acid,  differ  from  the  pure  ttrug  in  that  the  acid  is 
only  slowly  dissolved  out  from  the  colloid  mass,  and  therefore  acts  less  on  the 
stomach  and  affects  a  greater  length  of  intestine. 


Preparations, 

Aciduro  Tannicmn  (U.  S.  P,,  P>)^  tannic  acid,  gnllotannic  acid  or  digallic 
acid  (HCiiHsO*),  nn  organic  acid  obtained  from  nut-gall.  0.6  G,  (8  gra.); 
B.  R,  5-10  grs. 

Glyceuitum  AciDi  Ta-nnici  (U.  S.  PO,  Glycbrinuh  Acidi  Tannici  (B,  P,), 

Vnguentum  Acidi  Tannici  (U.      P.),  20  per  cent. 
TtofhM  Acidi  Tannici  (U.  S.  P.),  0.06  G,  (1  grO ;  (B.  P,)»  i  gr.  in  each. 
Suppositoria  Acidi  Tannici  (B,  P.)r  0.2  G,  [3  grs,)  in  each. 
G&mbir  (U.  S.  P.).  an  extract  prepared  from  the  wood  of  Ourou^ria  Gambir, 
I  G.  (16  gra.). 

TiNCTURA  Gamsir  Composita  (U.  P.)»  (flavored  with  cinnamon),  4  mils 
(1  fl.  dr,). 

Gambir  has  been  substituted  for  the  Catechu  of  former  cdilioM  of  the  U,  Sr  P. 
Catechu  (B.  P.)j  an  extract  of  the  leaves  and  young  shoot-s  of  Uucaria 
Garabior,  5-16  grs. 
TiNCTURA  Catechu,  J-l  fl.  dr. 
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Trochisois  CaiechUt  each  containtDg  0.O6  G.  (1  gr.)  of  catechu. 
Puivis  Catechu  Composilua  contains  catechu^  kino^  krameria,  cinn&mon,  and 
nutmeg,  10-60  grs. 

ErameiifiB  Radix  (B.  P.),  RhaUn^',  the  root  of  Krameria  tnandra,  Krameria 

ixiiia  and  Krameria  argeiitea, 
ExTa\cruM  Khameri^s  {B.  P.),  0.3-1  G.  (5-15  grs.). 
Tinctura  Krajncria  (B.  P.),  i-1  fl.  dr, 
Trochiscus  Kramenee  (B.  P,),  each  containing  1  gr. 

Elno  (U.  S,  P.f  B,  P.),  the  inspissated  juice  of  Pierocarpua  Marsupium,  0.5 
G.  (8  grs  );  gns. 

TiNeruHA  Kiso  (U.  S.  P,.  B.  R),  4  mils  (1  fl.  dr.);  B.  P.,  J-1  fl.  dr. 

PcLVts  KiNO  CoMPOSiTUS  (B.  P,)^  contains  5  per  cent,  of  opiura,  5-20  grs. 

Other  astringent  drugs  of  thia  series,  which  offer  no  advantages  over  those 
already  given  are  Witchhaael  (HanmrnelU),  the  leaves  and  bark  of  Hamamelia 
Vii^iniana;  Logwood  (HrrmaioTijlon)  ^  the  wood  of  Ha?mato]c>'lon  catnpechia- 
num;  Eucalyptus  gum  {Kxno  Eucalypti)^  obtained  from  several  apecies  of 
Eucalyptus;  Nut-gall  (GaUa)  an  excrescence  on  one  of  the  oaks  caused  by  the 
punctures  and  ova  of  an  insect^  Cynips  Gallx  tinctona.  These  ar^  still  con- 
tained in  the  pharmacopipiiis,  but  promise  to  follow  a  large  nun^ber  of  similar 
(todies  which  have  been  discardetl. 

Several  new  preparations  of  tannic  acid  have  been  introduced  into  thera- 
ppiitica  of  late  yeara,  chiefly  foruac  aa  intestinal  aatringenU.  Tannic  acid  itself 
is  liable  to  produce  irritation  of  the  stomach,  and  to  be  decomposed  or  ab- 
sorbed to  a  large  extent  before  it  reaches  the  large  intestine,  and  although 
the  cruder  preparations  are  less  liable  to  these  changes,  even  they  are  by  no 
riifaus  devoid  of  diaaEjeeablD  features.  Meyer,  therefore,  introdut^  tannigen, 
**r  diacetytiaiiniti,  which  is  insoluble  in  water  but  appears  to  be  disaolve*!  in 
the  intestine  and  there  to  act  like  tannic  acid.  Tannoform  and  Umnopin  are 
similar  compounds,  Tanntilbin  is  a  combination  of  tannic  acid  and  albumen, 
tlrirtl  at  auch  a  temtjemture  as  to  prevent  the  action  of  the  gastric  juice  ujwn  it, 
but  capable  of  being  broken  up  by  the  more  powerful  pancreatic  fluid.  It  is 
entirely  inaolubic  and  is  not  astringent  until  digested  in  the  bowel^  so  that  it 
has  no  irritant  action  on  the  sloiuach  and  is  tasteless.  Tannocol  is  a  combina- 
tion of  tannic  acid  and  gelatin,  resembling  tannalbin  in  most  respects.  The 
dose  of  these  artificial  compounds  is  0.5-2  G.  (10-30  grs.)  in  powder. 

Several  eonibinatiotis  of  gallic  acid  have  been  introduced  of  late  years  as 
astringents,  but  they  are  merely  inert  protective  powders. 

Therapeutic  Uses. — The  preparations  of  tannic  acid  ought  to  he  used 
for  their  local  effects  exclusively.  They  are  applied  externally  in 
eases  of  excesisive  secretion,  as  in  local  sweating  or  weeping  ulcers,  and 
<»ccAsionaliy  to  harden  the  skin.  For  this  purpose  tannic  acid  may  be 
used  in  solution  in  water^  or  in  the  form  of  the  glycerite  or  ointment, 
or  some  other  fluid  preparation  may  be  preferrefl.  A  similar  use  is 
made  of  the  metallic  astringents,  lead,  zinc,  and  alum  salts.  Tannic 
aeitl  is  used  as  a  mouth  wash  in  cases  of  swollen  gums,  or  relaxed 
tliront,  and  may  here  be  prescntH^d  in  a  flavored  solution  or  in  the 
fonn  of  lozenges,  of  which  the  pharmacopoeia  offers  a  choice.  In 
eertiiin  forms  of  diarrhfpa  the  astringent  action  of  tannic  acid  Is  of 
considerable  value,  and  occasionally  when  such  drugs  as  ood-Iiver 
oil  cau.se  diarrhcra,  tannic  acid  prevents  this  action  without  hindering 
their  general  effects.  The  pure  drug  is  seldom  used  in  these  cases, 
as  it  is  liable  to  flerange  the  stomach  an{!  to  form  compounds  with  the 
ulbtimins  before  it  miclies  the  bowel,  and  catechu,  krameria  or  kino 
is  accordingly  prescribed,  either  in  the  form  of  pills  or  in  fluid  prepara- 
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tions;  a  useful  preparation  is  the  compouTid  icino  powder,  which  com- 
bines the  astringent  actioiTof  tannin  with  the  specific  action  of  opium 
on  the  intestine  (eonipare  the  similar  preparations  of  lead  and  opium). 
Tannic  acid  stops  hem(.>rrhage  by  precijiitating  the  proteins,  when  it 
corae3  into  immediate  contact  with  the  bleeding  point,  but  it  is  not 
of  so  much  value  for  this  purpose  as  some  of  the  metallic  astringents. 
When  the  bleeding  point  can  be  reached  directly,  the  pure  acid  is  used, 
but  for  hemorrhage  of  the  intestine  or  stomach  one  of  the  extracts  is 
preferred.  Large  eneniata  containing  tannic  acid  have  been  advised  id 
cholera,  dysentery,  and  similar  eonditiona. 

In  cases  of  poisoning  with  metals  and  alkaloids,  tannic  acid  is  often 
used  to  cause  their  precipitation  in  the  stomach,  but  the  tannate 
formed  must  be  removed  at  once,  as  it  is  gradually  dissolved  in  the 
digestive  fluids.  The  administration  of  tannic  acid  is  therefore  only 
a  temporary  expedient  to  allow  of  active  measures  being  taken  to 
empty  the  stomach. 

Some  individuals  are  peculiarly  susceptible  to  the  action  of  tannic 
acid,  which  induces  local  irritation  and  inflammation  wherever  it  JS 
applied  in  these  cases. 

Bibliography. 

Hwnniff.    Atch.  L  physioL  Hnlkunde,  %iU  p.  599. 

Lutein,   Vifchow'a  Archiv.  Izxxi*  p.  74,   Deutacb.  med.  Woeh..  p,  803. 

SUfCieman^  Brit.  Met].  Joufq.,  1886,  ii,  p,  1077.  Arch,  f,  enp  PsiIk  u.  Pharm.,  il,  p.  147. 
M&rntr.   ZtB^hr.  L  phya.  Cbem.^  Tvi,  p.  255- 
^«iru.    Virchow'fl  Archiv.  i'tv'i.  p.  220. 
ScAflfr  Arrh.  f.  cxp  Pftth.     Phdrm..  Mvii,  202* 
Mover*    Deutach-  miid.  Woch.,  1894,  p.  62fl, 
OaUteih.   Ibid.,  1895,  p.  I6a. 

Host    Arch.  f.  exp.  Path,  u.  Phnrnj,,  xxxvui,  p.  346. 
Htitnaek*    Zi^itsnhr.  f.  pliysiolaR.  Chpniie,  ixiv,  p^,  115. 
Ftatow.    Dcat^cli.  lued,  Wooh.,  Tliprap.  BoJlui;.,  189^,  p.  37. 
Straub,    Arrh,  f,  exp,  Paih.      Phnrm.,  xUi,  p.  L 
Qtbh'iTttl^    Di'iitBph.  Arch.  f.  ktin.  Med-,  livi.  p.  585, 
Frty.   Arch,  f.  d.  gt-a.  Phya,,  p.  491. 

tfeue.    Ibid.,  oli.  p,  303. 

XI.  BILE, 

The  bile  is  very  seldom  used  in  therapcntics  at  the  present  day, 
although  it  was  formerly  credited  with  i^re^it  hcaUng  virtues.  It  has 
a  bitter  taste,  and  may  have  some  ert'ect  like  the  vegetable  bitters,  but 
has  no  advantage  over  these,  and  is  not  likely  to  be  used  to  promote 
the  appetite  iu»w%  although  it  was  formerly  used  a  a  stomachic.  The 
bile  is  found  to  precipitate  the  peptones  in  test-tube  experiments,  but 
does  not  appear  to  retard  digestion  in  the  stomach  materially,  judging 
from  experiments  carried  out  in  a  oaye  of  gustric  fistula.  In  the  in- 
testine it  is  generally  believed  to  act  as  an  antiseptic,  chiefly  because 
the  stools  have  a  strong  putrefactive  odor  in  cases  of  retention  of  bile. 
Limbourg  has  also  shown  that  the  addition  of  bile  to  protein  solutions 
delays  their  decomposition,  while  tliere  is  some  evidence  that  it,  pro- 
motes  pancreatic  digestion,    It  has  some  purgative  action,  as  is  ahowo 


by  the  obstinate  constipation  which  often  occurs  when  it  is  prevented 
from  reaching  the  intestine;  according  to  Studelmann,  the  bile  acids 
irritate  the  mucous  meinbrance  of  the  large  liowel  and  tlius  induce 
purgation.  Some  of  the  drastic  purgatives  fail  to  act  in  the  absence  of 
bile^  apparently  because  they  are  not  dissolved  by  the  other  secretions 
(p.  92).  Bi[e  increases  the  activity  of  the  fat-splitting  ferment  of  the 
pancreas  and  thus  augments  the  absorption  of  fats,  but  it  is  doubtful 
whether  bile  given  by  the  mouth  has  this  action.  Most  of  the  bile 
given  by  the  mouth  is  absorbed  in  the  intestine  and  carried  to  the 
liver,  which  excretes  it  again,  while  a  small  quantity  of  the  bile  acids 
escapes  in  the  urine.  In  the  liver  it  increases  the  secretion  off  both  the 
fluid  and  the  solids  of  the  bile;  in  fact,  the  bile  is  the  only  reliable 
cholagogue  known.  The  constituent  which  acts  on  the  secretory'  liver 
cells  seems  to  be  the  bile  acids,  and  their  increase  is  greater  than  can 
be  accounted  for  merely  by  the  excretion  of  that  administered,  so  that 
it  would  seem  that  tliey  exercise  some  specific  stimulant  action  on  the 
secretory  cells.  The  bile  pigment  is  also  augumcnted  when  bile  acids 
are  absorbed,  owing  to  the  destruction  of  the  red  cells  of  the  hlood,  as 
the  liberated  hfemoglobin  is  carried  to  the  liver  and  there  formed  into 
bile  pigment. 

Bile  given  by  the  mouth  does  tiot  cause  any  ajTuptotiis  except  those  from 
the  intestine  and  liver.  When  it  is  injected  into  the  blood,  however,  it  depresfies 
the  central  nervoua  syBtem  and  the  he^jirt  muscle  from  its  direct  actioa  on  these 
organs^  and  di^lvee  the  red  cells  of  the  blood  in  the  same  way  ae  the  sapoiiinfij 
which  it  regembles  in  reducing  the  surface  tension,  Miificles  and  nervefi  bii&- 
pended  in  a  solution  of  bile  salts  rapidly  lose  their  irritability,  and  some  uni- 
cellular organisn^s  are  killed  and  di^lved  by  them.  The  poisonous  constituent 
of  the  bile  seems  to  be  the  salts  of  the  bile  acids,  but  several  authors  have  stated 
that  the  pigment  is  also  active. 

Fra^er  discovered  that  the  bile  acta  to  some  extent  as  an  antidote  to  the 
flnaJce  venoms  tJjrough  its  containing  cholesterin^  which  retards  the  absorption  of 
the  venom;  it  is  much  more  efficient  when  it  is  mixed  with  the  poison  before  its 
application^  thnn  when  it  is  injected  after  the  bite.  Others  have  found  that  the 
bile  of  aninmls  dying  of  an  infectious  disease  {rinderpest)  possesses  some  cura^ 
tive  properties  in  other  animals  suffering  from  the  same  malady,  this  being 
e]q>l&ined  by  the  excretion  of  ilie  antitoxin  in  the  bile. 

Bile  has  been  used  as  a  purgative,  and  it  has  been  particularly  recom- 
mended in  the  form  of  an  enema.  It  does  not  seem  to  be  reliable, 
however,  and  presents  no  advantages  over  soaps  and  similar  sub- 
stances. 

As  a  cholagogue  it  is  without  rivals  but,  no  condition  is  known  in 
which  an  increase  of  the  bile  secretion  is  indicated,  for  though  it  has 
been  proposed  to  expel  galhstones  by  raising  the  pressure  in  the  gall* 
ducts  by  cliolagogues,  it  is  found  that  when  the  pressure  is  only  slightly 
increasedj  the  secretion  is  arrested.  It  is  inconceivable  that  tlie  small 
rise  in  pre^ure  could  force  out  an  impacted  gall-stone. 

Bile  might  be  used  to  aid  the  absorption  of  fiits^  particularly  when 
it  ia  deficient  in  the  bowel;  in  a  case  of  biliary  fistula  Joslin  foimd  that 
much  less  fat  and  nitrogenous  food  escfiped  in  the  stools  when  the 
patient  was  treated  with  bile  piUs»  than  when  no  treatment  was  adopted. 
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Preparations. 

Fd  Bovis  (U,     P.),  ox  galJ,  the  fresh  biie  of  the  ox. 

Extrtfctum  Felfts  Bovis  {V.  P.)j  Fd  lim'tnuiu  Purijicatum  (li.  P.),  is  formed 
from  the  fresh  bile  by  the  addition  of  iik-oholj  ftllratioii  atid  evaporation. 

Bile  is  always  prescribed  in  the  fonn  of  pills  made  from  the  ptirified  prep- 
aration. 0.1  G.  (li  gra.);  li,  R,  5-15  grs. 
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Xn.  ANTHELMINTICS. 

Anthelmintics  are  drugs  which  are  used  to  kill  or  remove  intestinal 
worms.  They  are  often  divided  into  verniifides  and  vermifuges, 
according  as  they  kill  or  merely  cause  the  expulsion  of  the  worm, 
but  tins  is  determined  largely  by  the  quantity  wliicti  conies  in  contact 
with  the  parasite  and  the  rapidity  with  which  the  bowel  is  evacuated. 

In  order  to  possess  any  value  as  an  anthelmintic,  a  drug  must,  of 
course,  act  more  strongly  on  the  parasite  than  on  the  host,  and  this 
more  intense  effect  may  be  attained  either  by  a  specific  action  on  the 
parasite,  or  by  the  drug  failing  to  be  absorbed  from  the  alimentary 
canal.  As  a  matter  of  fact,  the  anthelmintics  have  not  been  shown 
to  possess  any  such  specific  action,  but  seem  to  injure  most  forms  of 
living  matter;  this  has  been  demonstrated  more  particularly  for  muscle 
tissue.  Their  use  is  thus,  rendered  possible  only  by  their  slow  absorp- 
tion which  permits  of  their  acting  on  the  parasite  in  greater  concen- 
tration tlian  on  any  of  the  tisues  of  the  host. 

Before  the  administration  of  an  anthelmintic,  the  bowel  ought  to  be 
emptied  of  its  contents  as  far  as  possible  by  a  light,  easily  digested 
diet  and  a  laxative,  and  a  brisk  purge  ought  to  follow  some  hours 
later,  in  order  to  remove  the  dead  or  stupefie<l  worm.  The  anthel- 
mintic is  often  prescribed  along  with  a  purge. 

A  number  of  drugs  belonging  to  otlier  groups  are  used  occasionally 
as  anthelmintics.  Thus  several  of  the  volatile  oils— tansy,  turpentine — 
have  some  reputation;  and  ehlorofeirm  is  also  administered  occasionally 
by  the  mouth  for  its  action  on  the  parasites,  but^  like  the  volatile  oils, 
is  apt  to  produce  gastric  and  intestinal  irritation.  The  less  easily 
absorbed  antiseptics,  such  as  naphtliol,  have  been  used  with  good 
results-  Large  cnemata  of  salt  solutions,  or  of  infusion  of  quassia, 
are  thrown  into  the  rectum  when  the  worms  infest  the  large  intestines. 
Many  other  drugs  enjoy  some  popular  reputation  as  "  worm-curea,*' 
hut  have  proved  inferior  to  the  recognized  remedies. 

Male  fern,  cusso  and  pomegranate  are  those  most  largely  used  for 


tnpewonii;  thymol  lias  been  iisetl  with  great  success  m  hookworm 
(unciiiiiriasis)  white  santonin  is  the  ehief  anthelmintic  in  infection  with 
round  wnrm. 

1.  Male  Fern  (Aspidium,  Filix-mas). 

A  number  oi  fems  contain  bodies  which  present  considerable  resem* 
blance  to  each  other  from  a  chemical  as  well  as  from  a  pharmacological 
point  of  view,  and  which  may  therefore  be  classed  together,  at  any 
rate  until  further  information  is  available  regarding  them.  The  best 
known  of  these  is  the  male  fern  (Aspidium,  Filix-mas). 

The  active  constituent  of  this  remedy  was  supposed  to  be  Fiiidc  Acid  by 
roulssoHf  but  Uochm  has  found  other  neutral  and  acid  bodies  present,  Aspid- 
inirj,  FUwa^pidic  Acid,  Albaspidin^  and  A&pidinol — and  Kraft  has  added 
Filtnuron  and  Flaoti^dinin,  These  bodies  are  all  derivatives  of  phloroglucia 
and  butyric  acid,  and  tt  Is  still  uncertain  whether  the  effects  of  male  fern  are 
to  be  attributed  to  any  one  of  them  or  whether  all  of  them  may  not  share  in 
the  action.  Jacquet  holds  that  the  chief  therapeutic  factor  is  the  filmaroa,  but 
that  the  others  also  have  some  effect.' 

Action. — The  extract  or  oleoresin  of  male  fern,  which  is  the  only 
one  of  these  plants  used  in  regular  medicine,  as  a  general  rule  passes 
tlirough  the  bowel  without  causing  any  symptoms  whatever*  The 
quantity  of  active  substance  dissolved,  while  sufficient  to  destroy  the 
parasite,  is  too  small  to  produce  any  effects  on  tlie  host,  and  escapes 
with  the  other  contents  of  the  bowel,  or  if  absorbed  does  not  cause 
any  symptoms.  In  rare  cases,  however,  where  large  quantities  are 
administered,  or  where  some  unknown  conditions  favor  the  absorption 
and  retention  of  an  unusually  large  amount  of  the  active  constituents, 
grave  and  even  fataj  s)Tnptoms  may  supervene*  These  consist  in 
vomiting  and  purging,  with  acute  pain  in  the  abdomen,  muscular 
weakness,  confusion  and  somnolence,  with  occasional  twitching  of  the 
muscles^  or  slight  convulsive  movements,  collapse,  coma,  and  deatli. 
The  stomach  and  intestine  are  found  congested  and  swollen,  and  some* 
times  covered  with  small  ecchymoses.  In  some  cases  icterus  has  been 
observed  to  follow*  the  administration  of  male  fern,  probably  from  the 
duodenal  catarrh,  but  possibly  from  destruction  of  the  red  blood  cells 
the  number  of  which  has  been  found  to  be  diminished  in  some  instances 
(Georgiewsky).  In  other  cases  permanent  or  temporary  blindness  has 
resulted  from  neuritis  and  subsequent  atrophy  of  the  optic  nerve. 

in  the  rabbitj  filicic  acid  produces  very  similar  symptoms*  The  coiigestion 
of  the  stomach  and  iutestine  is  evidently  due  to  the  local  irritation  prcduced 
by  the  poison,  while  the  other  symptoms  point  to  changes  induced  in  the  cen- 
tral nervous  system.  The  spinal  cord  is  stimulated,  for  the  reflex  eJtcitability 
is  increased,  but  the  higher  parts  of  the  central  nervous  system  seem  to  be 
depreaeed,  and  the  paralysis  of  the  respiratory  centre  is  the  cause  of  death, 
altJiough  the  heart  is  also  weakened  by  filicic  acid-  Inflammation  of  the  kidney. 

*  Nearly  relAt«d  bodie*  b«ve  been  round  in  Aspidium  fttbftm&nticiua  (Uncoinocomo), 
which  containa  two  forms  of  Pannit  Add,  and  in  AHpidium  vpltiulosuii],  irhlle  smaller 
quaatiticd  of  ncida  oceur  in  a.  larse  number  of  f«rn«.  Severml  of  these  tema  tnjoy  «  repu- 
Ution  u  AbthelnunUoe  tor  tepcwoFm.  hud  th^ir  viituee  Are  Kecerftlly  conaidered  due  to 
thMe  bcKliee. 
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IB  Bud  by  some  authors  to  occur^  and' in  some  Foulwn  found  evidence 
of  glycuronic  acid  in  tLe  urme. 

Id  the  fraie;,  a  mLxture  of  depression  and  stimulation  of  the  central  D«rvoua 
aystem  is  produced  by  filicic  acid^  along  with  distinct  diminution  in  the  strength 
of  the  skeletal  muaclea  and  the  heart. 

Afipidin  (from  Aapidium  spinuloauni)  causca  clyBpncea  and  paralysis  of  the 
Bpontaneous  and  respiratory  movements  in  frogs;  fibrillary  twitching  of  the 
muscles  acts  in  after  some  time  and  is  succeeded  by  convulsive  movements  or 
tonic  spasms,  which  indicate  an  increased  activity  of  the  reflexes  of  the  spinal 
cord.  The  heart  i&  depressed  and  eventually  paralysed,  and  the  peripheral 
muaclea  are  bIbo  weakened.  The  muscular  tisstie  of  the  invertebrates  is  more 
powerfully  affected  by  the  couatittients  of  male  fern,  and  Straub  attributes  \Xa 
action  on  the  tapewonn  to  its  paralyzing  muscle.  Mammals  do  not  seem  to 
be  affected  by  aspidin  injected  hypodermically  or  administered  by  the  ntouth, 
but  wiien  it  is  introdticed  dirertly  into  the  bloodvessels,  it  proves  fatal  by 
paralyzing  the  respiratory  centre.  Aspidinin  induces  very  similar  symptomfl 
m  the  frog,  while  the  other  conatilucnta  arc  less  active. 

The  blindness  which  has  been  observed  m  some  cases  of  male  fern  poison- 
ing has  also  been  produced  in  dogs;  it  occurs  chiefly  in  young,  weakly,  and 
amenkic  individuals. 

Pannic  acid  differs  from  fiUcic  chiefly  in  ite  acting  more  strongly  on  muscle 
and  less  on  the  central  nervous  system  of  the  frog. 

Prepaiiations. 

Aspidium  (U.  S,  P,),  FUix-mas  (B.  P.)»  Male  fern,  the  rhiiome  of  Dryopterb 

Filix-maa  and  of  Dryopteris  lutirginalia. 

Oleoresina  AsPiDii  (U.  S.  P.),  2  G.  {30  grs.). 

ExTRACTUM  FiLicia  LiQuiDnM  (B.  P.)  contains  20  per  cent,  of  active  prin- 
ciples, 45-90  mine. 

Tlier&peutic  Uses, — Male  fern  is  used  exclusively  in  the  treatment  of 
tapeworm  and  of  Anchylostotnum  duodenale.  Previous  to  its  admin- 
istration the  bowel  ought  to  be  emptied,  as  far  as  possible,  by  a  mod- 
erately light  diet  for  one  or  two  daya  and,  where  necessary,  by  a 
purgative.  The  oleoresin,  or  liquid  extract,  is  then  to  be  administered 
in  tlie  form  of  pills  or  enclosed  in  a  capsule  or  suspended  in  mucilage, 
and  another  purgative  is  required  some  G-12  hours  later.  In  case 
the  parasite  fails  to  be  dislodged,  several  days  ought  to  be  allowed  to 
elapse  before  a  second  dose  is  given.*  Poulsson  recommends  tliat  oily 
substances  be  avoided  during  tlie  "cure,"  as  tliey  dissolve  the  active 
bodies,  and  thus  promote  their  absorption.  Otlier  authorities  dispute 
this  view  and  some  consider  that  oils  in  dissolving  the  active  principles 
render  them  more  poisonous  to  the  parasites,  but  it  is  certainly  sug- 
gestive that  in  many  cases  of  poisoning  with  male  fern  castor  oil  had 
been  given  along  with  it  or  soon  after.  Marked  anjcniia,  general  debility 
and  chronic  alcoliolism  seem  to  predispose  to  male-fern  poisoning,  and 
the  drug  is  accordingly  to  be  used  with  care  in  these  conditions, 
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2.  Cusso* 

Cusso,  or  Koiisso,  contains  a  neutral  body,  Kosotoxiut  which  is 
soluble  In  alcohol  and  in  alkaline  fluids,  but  is  insoluble  in  water;  it  is 
a  comiMJund  of  phlorogluein  and  butyric  acid  !ike  the  constituents 
of  male  fern,  wliich  it  resembles  somewliat  in  it3  pharmacological 
action. 

Cusso  has  a  bitter,  somewhat  astrigent  taste,  and  sometimes  causes 
nausea  and  vomiting  and  some  looseness  of  the  bowels.  In  rare  cases 
prostration  and  collapse,  with  irregularity  of  the  pulse,  are  said  to 
have  occurred  from  its  use. 

In  the  frog,  kwiatoxin  paralyzes  the  nerve  ends  like  curara,  and  has  a 
specific  action  on  the  striped  muscular  tissue,  which  it  weakens  and  evectually 
paralyses.  The  heart  muscte  undergoes  similar  changes.  In  mammals  the 
muscular  action  b  well  developed^  but  is  accompantcd  by  some  stimulation  of 
the  medullary  centres,  indicatetl  by  rapid,  dyapnceic  breathing,  salivation  und 
vomitin;^.  The  stools  are  often  fluid,  and  the  urine  is  incrtised  in  amount. 
When  it  ia  injected  directly  into  the  circulation,  some  con\^ll3ivc  movement, 
are  often  observed,  and  the  heart  is  weakened  and  paralyzed,  Koeotoxin 
seems  to  be  a  general  protophism  poison,  as  is  indicated  by  its  action  on  muscles 
and  by  ita  retarding  the  growth  of  yeast. 

Preparations. 

Cusso  (B*  P.)t  (Kouaso  or  Brayera),  the  pistillate  flowers  of  Brayera  anthel- 
mintica. 

Cusso  is  eeneraUy  given  by  suspending  15  G-  oe.)  of  the  powdered  flowers 
in  water  Kosotoxin  has  not  yet  been  prescribed  for  therapeutic  purposes. 
The  usual  preliminary  treatment  ought  to  be  instituted,  but  no  purge  is  required 
after  Cusso  aa  a  general  rule.  It  ts  used  exclusively  as  an  anthelmintic  in  cases 
of  tapeworm, 

BlBUOGRAPBY. 

Ltidi»tnHno-^   Arch.  d.  Pbutci..  ccxxxii,  p.  E>0« 
Iftxndmann,    Anh.  f.  exp.  Patb.  u.  Pbarm.,  xxxvi.  p.  tSS. 

3.  PelleHerinB. 

The  bark  of  the  pomegranate  contains  a  very  large  amount  of  tannic 
acid  (20-25  per  cent.),  along  with  several  alkaloids,  of  which  Pdle- 
tierintt  or  Puttict«£,  and  Isopunichie  alone  are  active  in  ordinary  doses. 
All  the  pomegranate  alkaloids  are  closely  related  chemically  to  each 
other  and  to  tropine  (see  atropine)*  None  of  thero  can  be  classed 
among  the  more  active  poisons  as  far  as  man  and  the  higher  animals  are 
concerned. 

In  man,  large  doses  cause  heaviness,  confusion,  giddiness,  and  very 
marked  weakness  of  the  limbs.  The  consciousness  is  but  little  affected 
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but  the  sight  is  often  dim  and  uiicertiiin,  and  in  one  case  complete 
blindness  persisted  for  several  days.  OccasioniiUy  nausea,  and  tlis- 
comfort  in  the  abdomen  are  complained  of,  and  more  rarely  vomiting, 
tremors,  and  eramps  of  the  leg  muscles  are  produced;  the  gastric 
symptoms  are  perhaps  due  to  the  large  quantity  of  tannic  acid  in  tlie 
drug  rather  than  to  the  alkaloids. 

In  the  frog  and  in  moat  nmramals,  pelletierine  causes  a  distinct  increase  in 
reflex  irritability  of  the  spinal  oortl  and  medulla  oblongata,  along  Tilth  some 
depression  of  the  higher  divisioua  of  the  central  nervous  system.  Very  large 
doses  weaken  or  paralyze  the  conductivity  of  the  nerve  plates  in  the  frog, 
like  curara.  The  heart  niuat.1e  is  also  acted  on  and  its  pulsations  are  slowed  in 
the  fro^c,  although  they  may  be  tenijwrarily  augtneiited  in  force. 

Pelletierine  and  isopunicine  have  a  specific  action  on  tapeworms, 
for  Schroeder  found  that  a  solution  of  one  part  in  10,000  was  suificient 
to  kill  them  in  ten  minutes,  while  a  stronger  solution  had  practically 
no  effect  upon  other  intestinal  worms. 

Preparations. 

Granatum  (U.  S,  P,),  Pomegranate,  the  bark  of  the  atem  ajid  root  of  Puuica 
Granatum  2  G  (30  grs.) 

Fiuidvztr actum  Granoti  (U.  S,  P.),  2  rails  (SOmins.). 

Pelleiierintz  f  annas  (U.  S,  P.,  B.  P.),  a  mixture  in  varjHng  proportions  of 
the  tannates  of  four  alkaloids  (punicinei  isopuniciue,  metliylpuiiiciiie  and 
pgeudapunidne),  obtained  from  pon^egranate  bark.  Dose,  0.25  G.  (4  grs.); 
B,  P.  2-8  grs. 

Therapeutic  Uaea. — Granatum  is  used  exclusively  as  an  anthelmintic, 
and  the  crude  bark  has  now  been  displaced  almost  entirely  by  the 
tannate.  The  preliminary  treatment  is  tlie  same  as  that  given  under 
aspidium,  and  a  purge  ought  to  be  given  1-2  hours  after  the  vermicide. 
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KajDalft  is  a  reddish-bronTi  powder  wliich  consists  of  the  minute  glands  and 
hairs  obtidned  from  the  surface  of  the  fruits  of  Mallotus  Philippensis.  It 
contains  two  or  more  subatancea  which  have  been  termed  Kamalin,  Ronitriitj 
or  Maihtoxin^  and  which  are  probably  neutral  bodies  like  kosotoxin,  but  it  is 
not  known  which  of  these  is  the  active  constituent.  Kamala  is  used  in  cases 
of  tapeworm  in  dose^  of  2-8  G.  (30  grs.^i  oz.)  suspended  in  water.  It  act« 
as  an  inteblina)  irritant,  cauiaing  purging  and^  more  rarely,  nausea  and  vomit- 
ing. No  purge  is  necessary,  therefore,  after  the  powder*  An  alcoholic  tine- 
ture  of  kamala  has  been  found  quite  as  efficient  as  the  powder. 

Areca  Nut,  the  seeds  of  the  palm  Areca  Cateohu^  is  uyed  in  veterinary  medi- 
cine as  a  remedy  in  tapeworm.  It  contains  a  fluid  alkaloid,  areeoline  (CiHuNOj), 
which  resenibles  pilocarpine  in  action.  In  addition,  it  contains  several  inactive 
alkaloids  and  tannic  acid. 
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4.  Thymol. 

Thymol  (CvnHnO)  is  a  crystaliine  siilii^tance  obtained  from  the 
volatile  oil  of  Thyme  and  other  plants,  and  chuiiiioally  is  a  boinologue 
of  phenol.  It  13  very  insoluble  in  water  and  when  t^iken  in  solid  form 
appears  to  be  absorberl  from  the  alimentary  tract  with  diificulty. 

In  man,  thymol  has  caused  depression,  nausea,  vomiting,  headache 
and  confusion  with  roaring  sounds  in  the  ears  and  alarming  weakness 
of  the  heart  resukinR  in  Kiddine^^s  and  collapse.  Its  irritant  action  on 
the  mucous  membrane  may  cau^  burning  sensations  in  the  stomach 
and  vomiting. 

In  poisoning  in  animals  it  induces  a  condition  of  weakness  and 
apatliy  which  passes  into  collapse  and  death,  generally  without  any 
convulsions.  Fatty  degeneration  of  the  liver,  congestion  or  even 
consolidation  of  the  lungs,  and  irritation  of  the  intestine  are  found 
jtcatmtirfm.  Half  or  more  of  the  thyniol  ingested  is  destroyed  in  the 
tissut^;  the  rost  is  excreted  in  the  urine  in  ttimbination  with  sulphuric 
and  glycuronic  acid;  it  is  said  to  Imve  caused  renal  irritation  in  some 
cases,  as  shown  by  the  appearance  of  albumin  and  even  of  blood  in  the 
urine. 

Tl^ymcll  (U.  S.  P.,  B.  P.)  (C,H,C,HtCH,OH)  occura  in  common  thyme  and 
fither  plants,  and  fomis  large  colorless  crj'stala  which  have  tlie  odor  of  th>Tiie 
and  are  very  insoluble  In  water.  The  dose  as  an  anthelmintic  is  given  as  1  G. 
(15  gra.)  per  day,  hut  this  Is  oft^n  exceeded. 

Thymol  was  used  at  one  time  in  P^r  ^'^nt,  solution  as  an  antiseptic 
lotion  and  also  as  a  moutli  wash  or  gargle.  It  has  also  been  given 
as  an  internal  antiseptic  in  acute  rheumatism,  typhoid  fever  and  tuber- 
culosist  but  without  success.  At  present  it  is  used  widely  as  an  anthel- 
mintic in  hook-worm  disease  (ancbylostomiasis  or  uncinariasis'!;  it  is 
given  ill  capsules  or  emulsions  in  doses  of  30  grains  repeated  in  two 
hours  and  followed  in  six  or  eight  hours  by  a  brisk  saline  purge*  The 
bowel  should  be  emptied  as  far  as  possible  by  light  diet  and  an  aperient 
before  the  treatment  is  begun. 

Some  other  volatile  oil  bodies  have  been  used  as  anthelmintics,  and  the  OH 
vf  Chcnopodivm  has  recently  be^n  advocated  in  hook-worm  disease.  It  is  said 
to  require  less,  careful  preparation  of  the  patient  than  thymol  treatment  and  to 
cause  nausea  less  often.  Some  s^mpLoma  of  intoxication  have  been  recorded 
in  a  few  caaea. 

Olewn  Chempodii  (U,  P.),  American  wormaeed,  is  given  in  doses  of  10 
mins.  in  cayisnles  or  on  sugar  and  is  followed  by  a  purge  in  two  hours.  The 
treatment  is  repeated  for  tliree  days. 
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5.  Santonin. 

Santonin  (CuHiaOj)  is  an  anhydride  of  santonir  arid,  a  derivative 
of  naphthalene.  It  occurs  in  Artemisia  paut-iHora  along  with  a  nearly 
related  body  (artemisin)  and  a  volatile  oil  (cineol).  Santonin  is  very 
LDi^oLuhle  in  water,  but  is  dissolved  by  alkalies,  with  which  it  forms 
santonates. 

Action. — ^Owljig  to  its  insolubility  in  water,  santonin  has  only  a 
slightly  bitter  taste  in  the  mouth.  It  h  partially  dissolved  in  the 
stomach  and  passes  into  the  bowel  where  it  effects  the  removal  of  some 
forms  of  intestinal  worms.  Under  special  conditions  part  of  the  santonin 
may  be  absorbed  In  the  bowel,  however,  and  general  poisoning  results 
without  the  parasites  being  affected.  A  certain  amount  of  absorption 
occurs  in  every  case,  as  is  shown  by  the  disorders  of  color  vision  and 
by  the  yellow  coloration  of  the  urine.  At  first  objects  appear  of  a  bluish 
color  to  the  patient,  but  this  aberration  is  of  comparatively  short  dura- 
tion and  may  in  fact  pass  unnoticed.  It  is  followed  by  a  much  longer 
period  of  "yellow  sight'*  or  xanthopsia,  during  which  objects  that  are 
brightly  illuminated  seem  to  have  a  yellow  tinge,  blue  seems  green, 
and  violet  is  indistinct,  although  in  dimmer  lights  the  violet  may  still 
predominate.  In  severe  poisoning  the  appreciation  of  the  darker  colors 
becomes  very  imperfect,  and  violet  and  even  blue  may  fall  to  be  dis- 
tinguislied  from  black.  In  general  the  violet  end  of  the  spectrum  is 
shortened,  while  the  yellow  impresses  the  retina  more  vividly  than 
normally-  In  some  cases  the  senses  of  taste  and  smell,  and  more  rarely 
the  hearing  arc  also  deranged.  These  symptoms  all  pass  off  in  the 
course  of  a  few  hours,  a  second  stage  of  violet  sight"  occasionally 
intervening  before  complete  recovery. 

The  symptoms  produced  by  the  absorption  of  large  quantities  of 
santonin  are  so  uniform  in  man  and  the  otlier  mammals  that  it  is  suffi- 
cient to  enumerate  those  observed  in  experiments  on  the  dog*  The 
first  distinct  effects  are  generally  twitching  of  the  muscles  of  the  head, 
frequently  beginning  on  one  side.  These  are  followed  by  rolling  of 
the  eyes,  grinding  of  the  teeth,  flexion  and  extension  of  the  neck  and 
rotation  of  the  head  from  side  to  side,  later  by  regular  epileptiform  con- 
vulsions in  which  the  animal  is  first  thrown  into  opisthotonos  and  then 
into  clonic  spasms  of  the  limbs  and  trunk.  These  are  interrupted  by 
intervals  of  repose  during  which  a  curious  momentary  contraction  of  all 
the  muscles  of  the  body  is  often  noticed.  During  the  convulsive  seizures 
the  respiration  is  irregular  and  insufficient,  and  in  fatal  cases  it  fails 
to  return  after  the  convulsion  passes  off,  and  the  animal  dies  of  as- 
phyxia. In  man,  some  confusion,  nausea  and  vomiting  occasionally 
occur  after  quantities  which  are  too  small  to  produce  convulsions,  and 
in  several  caaes  aphasia  has  been  observed.  In  frogs,  convulsions  are 
produced  by  santoniji  as  in  mammals,  but  they  are  preceded  by  a 
prolonged  stage  of  depression,  which  is  entirely  absent  in  tJie  higher 
animals. 

These  symptoms  manifestly  point  to  changes  in  the  central  nervous 
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system.  The  xanthopsia  is  (jencralh'  referred  to  a  specific  action  on 
the  retina,  thotigh  some  hold  that  the  central  apparatus  of  vision  in 
the  brain  is  the  seat  of  the  action.  The  condition  has  been  ascribed 
to  a  preliminary  stimn Lotion  and  subsequent  depression  of  the  sense 
organs  for  the  perception  of  the  violet  and  eventually  of  the  blue  rays 
of  the  spectrum,  or  more  precisely  to  some  obstruction  to  the  regener- 
ation of  the  substance  in  the  retina  which  normally  appreciates  violet 
rays  (Filchne).  The  clonic  nature  of  the  convulsions  at  once  points 
to  an  afTection  of  the  brain  rather  than  of  the  cord,  and  the  epileptiform 
convulsions  are  generally  regarded  as  arising  from  stimulation  of  the 
cortex  in  the  higher  animals  and  man,  though  the  basal  cerebral  ganglia 
may  also  be  involved;  the  sudden  contractions  observed  in  the  intervals 
of  repose  are  ascribed  to  stimulation  of  the  gray  matter  in  the  region 
of  the  pons. 

Santonin  undergoes  some  OKidation  in  the  tissues  and  is  excreted  in 
the  fffices  and  urine  in  several  forms,  two  of  which  have  been  examin€?d 
by  JalTe  and  found  to  be  oxysantonins.  The  urine  and  sometimes 
the  faeces  have  a  deep  yellow  color,  which  changes  to  red  or  purple 
when  alkalies  are  added.  A  similar  reaction  is  obtained  from  the  urine 
after  the  administration  of  chrysophanic  acid,  as  in  rhubarb  or  senna* 

Santonin  is  universally  used  as  a  remedy  for  the  round  worm,  Ascaris 
lumbricoides,  and  most  clinicians  believe  that  it  has  a  specific  poisonous 
action  on  these  animals,  and  that  its  undoubted  effects  are  due  to  its 
killing  them.  In  experiments  on  the  entozoa  outside  the  body,  however, 
von  Schroeder  found  that  santonin  solutions  were  by  no  means  fatal 
to  them,  and  he  explains  their  therapeutic  effects  by  supposing  that 
santonin  renders  the  intestine  so  unpleasant  an  abode  for  the  parasites 
that  they  migrate  from  it  voluntarily  into  the  large  bowel,  and  are 
carried  out  by  the  purgative.  The  worms  are  often  found  in  active 
movement  when  passed  after  santonin,  although  this  movement  ceases 
very  soon  afterward  from  the  exposure  to  cold* 

The  santonat^  act  in  precisely  the  eame  way  afi  santonin,  but  are  less  suit- 
able as  aathelmintics,  owing  to  th'eir  greater  eolubility  and  rapid  absorption. 

Preparations, 

Santonin™  (U.  S,  P,,  B.  P.),  CuEIuOi,  a  neutral  principle  derived  from 
Arlemiaia  pauciflora,  Is  colorless  when  freslily  prepared,  but  assumes  a  yellow 
color  when  exposed  to  the  light.  This  does  not  seem  to  impair  ila  activity 
materially^  but  it  is  preferable  to  avoid  it  by  keeping  santonin  in  amber-colored 
viida-  Dose,  0  06  G.  {1  gr);  B.  P.,  1-3  grs. 

TEocHiacua  SAN-roNtKi  (B.  P.),  each  containing  1  gr. 

Therapeutic  Dsw.— Santonin  is  used  almof^t  exclusively  to  remove 
Ascaris  lumbricoides  from  the  intestine.  It  is  much  less  effective 
against  tapeworm  or  other  intestinal  parasites.  It  may  be  prescribed 
as  a  powder,  or  lozenge,  or  in  iiohition  in  oiL 

The  bowel  ought  to  be  emptied  by  suitable  diet  and  a  laxative  before 
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the  santonin  is  administered,  and  a  sharp  purge  ought  to  be  given  two 
to  four  lioiins  afterward  in  order  to  hring  away  the  entozoa. 

Santonin  has  been  advised  in  some  retinal  diseases,  but  the  results 
have  gLMiurally  been  unsatisfactory. 
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Spigelia. 

Another  remedy  used  in  cases  of  round  worm  ia  pink  root,  Spigelia  mari- 
tima,  the  active  pritn^iple  of  which  is  unkiKtwn,  although  an  alkaloid,  spige- 
line^  h  aaid  io  occur  in  it.  Otctisional  casea  of  poisoning  have  been  observed, 
especially  in  cliildren,  the  symptoms  consisting  in  flushing  and  drj'ness  of  the 
skin,  often  with  some  cedematoua  awelling  of  the  face,  delirium  and  Sopor 
followed  by  dimness  of  sight  or  temporary  blindness.  In  frogs  spigelia  ap- 
pears to  depress  the  brain  and  spinal  cord,  and  the  heart  beats  more  slowly 
and  weakly,  while  in  rabbits  the  most  prominent  Bymptoms  arise  from  the 
breathing,  winch  becomes  slow  and  Itibored  and  finally  ceaaes  in  a  convulsive 
attack.  In  the  dog  and  cat  its  injection  is  followed  by  vomiting,  great  weak- 
ness find  incoordination  of  the  movements,  restless tiess,  rapid  dyspnoeic  res- 
piration ami  fiiuilly  by  stupor,  coma  and  death  frotn  failure  of  the  respiratory 
centre. 

Spigelia  (U.  S,  P.),  the  rhisome  and  roots  of  Spigelia  marilandica. 

Fluideitracium  Spigdi<r  (U.  S.  P.),  5  miln  (I  dr.}. 

The  fluidextract  is  used  to  remove  round  worms,  which  it  seetus  to  alfect 
in  very  much  the  same  way  as  santonin.  It  ought  to  be  preceded  and  foUowed 
by  a  purge, 

Xm.  ANTISEPTICS  AND  DISINFECTANTS. 

Various  balsams,  tars  and  other  aromatic  boilies  have  long  enjoyed 
a  certain  reputation  in  the  treatment  of  wounds,  but  the  whole  course 
of  snrgery  was  changed  about  1870  when  Lister  introduced  the  system- 
atic application  of  antiseptics  to  wounded  tissues.  The  general  principle 
underlying  this  treatment  was  tliat  infection  arises  from  the  invasion 
of  the  tissues  by  microorganisms  and  that  it  can  he  combated  either 
by  preventing  them  from  reaching  a  wound  or  by  retarding  their  growth 
on  the  injured  surface  by  means  of  antiseptic  drugs.  The  first  of  these 
which  he  introduced  was  carbolic  acid,  ami  this  held  its  position  unchal- 
lenged for  several  ^ears,  when  it  was  discovere<l  that  many  other 
substances  wcn^  equally  destructive  to  the  microorganisms  and  were 
less  poisonous  to  the  invaded  tissues.  Of  late  years  the  tendency  has 
been  rather  to  prevent  the  infection  of  the  tissues  by  careful  manipula- 
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tion  (asepsis),  but  when  this  impossible  the  use  of  antiseptics  and 
(iisinfectants  is  still  necessary,  and  even  the  newer  aseptic  surgery 
depends  in  part  on  the  use  of  disinfectants  to  cleanse  the  skin  and 
instruments 

A  disinfectant  in  the  strict  use  of  the  term  is  a  substance  used  to 
destroy  microbes,  while  an  antiseptic,  while  not  actually  killing  the 
germs,  prevents  their  growth  as  long  as  it  remains  In  contact  with 
them,  A  disinfectant  is  accordingly  only  intended  to  act  for  a  short 
time,  for  if  the  infected  matter  be  once  rendered  sterile  it  can  only 
become  dangerous  by  being  again  contaminated.  For  example,  a 
room  requires  only  to  be  disinfected  after  a  case  of  infectious  disease. 
A  wound,  on  the  other  hand,  even  though  completely  disinfected  may 
become  contaminated  again  very  easily  and  an  antiseptic  may  be 
required  to  prevent  the  further  growth  of  microbes.  Many  sub- 
stances are  disinfectant  in  large  quantities  and  antiseptic  in  more 
dilute  solutions,  but  others  are  too  weak  to  disinfect  thoroughly  though 
they  retard  the  growth  of  pathogenic  organisms,  and  still  others  may 
be  employed  to  disinfect  but  are  unsuitable  for  use  as  antiseptics, 
either  because  they  are  too  poisonous  to  be  applied  for  a  sufficient 
time,  or  because  they  lose  their  activity  on  contact  with  living  matter 
(e.  g.t  oxidising  disinfectants). 

A  very  large  number  of  substances  possess  disinfectant  properties, 
that  isp  are  capable  of  destroying  microbes  when  they  can  be  applied 
in  sufficient  quantity*  They  have  no  specific  action  on  the  microbes, 
however*  but  act  as  general  protoplasm  poisons  destroying  living  tissue 
of  all  kinds  wherever  they  come  in  contact  with  it.  On  the  other  hand, 
drugs  such  as  stry  chnine,  which  act  on  specialized  parts  of  the  vertebrate 
organism  and  have  less  effect  on  the  less  differentiated  tissues,  are 
equally  harmless  to  the  undifferentiated  protoplasm  of  the  microbes*  It 
is  of  importance  to  note  that  the  ordinary  antiseptics  do  not  act  more 
strongly  on  microbes  than  on  the  tissues  in  which  they  are  embedded 
or  the  phagocytes  with  which  the  organism  is  combating  the  infection. 
The  destruction  of  the  septic  organisms  in  a  wounded  surface  entails 
the  destruction  of  the  surrounding  cells  also.  Thus  disinfection  can 
only  be  carried  out  in  a  part  in  which  the  superficial  cells  are  not  of 
vital  importance  and  may  be  restored  by  new  growth.  It  is  therefore 
impossible  to  disinfect  the  tissues  of  the  body  as  a  whole^  because  a 
drug  circidating  in  the  blood  in  sufficient  quantity  to  destroy  the  bacteria 
in  the  body  would  be  equally  detrimental  to  the  organs  in  which  they 
are  embedded.  Unless  a  drug  has  a  specific  affinity  for  the  parasite,^ 
much  greater  than  that  for  the  tissues  of  the  hostf  it  ran  only  be  used 
where  the  parasite  can  be  overwhelmed  by  a  massive  dose,  and  this  at 
the  expense  of  the  neighboring  tissues-  The  problem  is  not  insoluble, 
however,  but  requires  the  discovery  of  a  reagent  which  shall  differentiate 
between  the  protoplasm  of  bacteria  and  that  of  man,  in  the  same  way 

^  A  dlmi?  which  hu  m  apAcific  ftffi&ity  for  *  iHUMi'te  u  compared  to  the  orc&Eui  of  the 
host  i«  said  to  b«  paraaitoiropic,  while  the  affinity  for  the  orjcana  in  orneral  u  called  its 
iij-^ano tropic  teodeocy. 


as  chemical  reagents  differentiate  between  such  bodies  as  potassium 
and  scxlium;  the  two  forms  of  protoplasm  of  eouree  dilTer  from  each 
other  much  less  than  the  metals.  Quite  recently  some  progress  has 
been  made  in  this  quest,  for  Browniing  and  his  associates  state  that 
certain  basic  substances,  notably  Flarine  or  Acrifiamve  (diamino- 
inethyl-acridinium  chloride)  acts  more  strongly  as  a  disinfectant  in 
serum  than  in  water  and  kills  bacteria  in  a  concentration  400  times 
lower  than  that  required  to  interfere  seriously  with  phagocytosis. 
There  la,  therefore,  hope  that  the  limitations  set  to  the  use  of  disinfe<^- 
tants  in  this  chapter  may  have  to  be  modified,  but  further  experience 
is  necessary.  In  the  meantime  they  hold  for  all  the  disinfectants  and 
antiseptics  which  are  in  general  use. 

The  antiseptics  and  disinfectants  act  upon  most  forms  of  living 
matter,  and  in  many  instances  tlieir  effects  are  obviously  due  to  their 
possessing  powers  of  oxidizing  or  of  coagulating  proteins.  In  other 
instances  their  destructive  action  is  not  so  open  to  explanation.  And 
the  amount  of  destruction  induced  varies  with  the  degree  to  which  the 
poison  penetrates  tlie  tissues  to  which  it  id  applied.  For  example, 
mercuric  chloride  diffuses  deeply  into  tissues  to  which  it  is  applied 
and  causes  wide  destruction,  while  the  oxidizing  disinfectants  lose  their 
efficacy  on  meeting  pioteins  and  thus  affect  only  the  most  superficial 
cells.  If  microbes  were  confined  to  the  surface,  the  latter  would  be  suffi- 
cient for  their  destruction,  but  in  order  to  disinfect  a  wound  it  is  neces- 
sary to  penetrate  more  deeply  and  thus  efficient  disinfection  implies  a 
certain  amount  of  destruction  of  the  tissues  in  which  the  microbes  Bte 
harl>ored.  This  local  destruction  of  cells  and  nervous  structures  induces 
pain  and  irritation  and  all  efficient  disinfectants  are  irritants.  Their 
action  as  irritants  arises  from  the  same  qualities  as  their  disinfectant 
power,  namely,  from  their  general  toxicity  to  living  matter,  and  it  is 
impossible  to  dissociate  the  one  from  the  other  and  to  produce  non- 
irritant  effective  disinfectants. 

When  a  surface  has  been  poisoned  by  means  of  disinfectants,  it 
heals  less  quickly,  and  this  has  led  to  the  more  sparing  use  of  antiseptics 
and  to  the  development  of  tlie  aseptic  metliod^  in  which  organisms  are 
excluded  instead  of  being  admitted  and  then  destroyed. 

In  addition  to  their  local  effect,  many  of  the  antiseptic  and  disinfectant 
drugs  have  a  further  poisonous  action  when  they  are  absorbed  and 
circulate  in  the  blood,  and  this  had  led  to  a  furtlier  limitation  of  their 
use.  This  general  action  docs  not  necessarily  arise  from  the  qualities 
which  render  them  antiseptic,  and  may  be  avoided  by  care  in  the  choice 
of  the  drug  and  in  its  use. 

The  action  of  different  drugs  upon  the  microorganisms  varies  in 
nature  in  the  same  way  as  the  action  on  other  living  cells.  Some  ap- 
parently penetrate  into  the  interior  in  virtue  of  tlieir  solubility  in  lipoids, 
and  this  penetration  is  facilitated  by  anything  which  decreases  their 
solubility  in  the  surrounding  medium.  Otliers  accumulate  on  the  surface 
of  the  organisms  by  adsorption*  so  tliat  the  microbe  is  surrounded  by  a 
dense  layer  of  disinfectant.  Yet  others  appear  to  enter  into  true  chemical 
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combination  with  the  constituents  of  the  parasites.  Some  of  the  anti- 
septics (e-  g^,  carbolic  acid)  enter  the  cell  by  simple  diffusion  and  do  not 
accumulate  in  its  interior  in  greater  concentration  than  in  the  solution 
surrounding  it.  Others  j.,  corrosive  sublimate)  tend  to  accumulate 
in  the  cell  and  on  its  surface  by  adsorption,  and  thus  are  withdrawn 
from  the  solution  if  a  sufficient  number  of  microbes  are  present. 

The  efficiency  of  any  dbinfectant  naturally  depends  on  the  con- 
centration in  which  it  conies  in  contact  with  the  microbes  and  the  time 
during  which  it  remains  in  contact  vnth  them.  Thus  a  solution  of  mer- 
curic chloride  of  the  strength  of  1  in  3000  is  much  more  effident  than 
one  of  1  in  10,000,  and  after  e^cposure  to  a  solution  for  five  minutes  far 
fewer  microbes  escape  than  after  exposure  for  two  minutes.  Another 
factor  is  the  temperature  at  which  the  microbes  are  exposed  to  the 
disinfectant^  for  it  is  found  that  when  the  latter  is  kept  at  about  30*  C. 
far  fewer  bacteria  escape  than  when  ordinary  room  temperature  prevaJls, 
Different  species  of  microbes  vary  in  their  resistance,  and  different 
cultures  of  the  same  microbe  and  even  difTerent  individuals  of  the  same 
culture  exhibit  marked  variations  in  susceptibility.  The  effect  also 
often  varies  inversely  with  the  number  of  microbes  present,  because 
each  of  these  withdraws  a  certain  amount  of  the  disinfectant  and  thus 
reduces  the  general  concentration  of  the  solution.  And  other  proteins 
have  the  same  influence  as  the  microbes  themselves,  for  they  offer  the 
disinfectants  the  same  surface  for  adsorption  or  combine  w*ith  some  of 
them  in  the  same  way  as  the  proteins  of  the  microbes.  Thus  a  con- 
centration which  is  sufficient  to  sterihxe  water  infected  with  bacteria, 
may  have  little  or  no  effect  if  applied  to  a  suppurating  wound,  because 
the  greater  part  of  the  disinfectant  is  taken  up  or  othen^ise  rendered 
inactive  by  the  proteins  of  the  secretion,  leaving  only  a  low  concentration 
to  act  on  the  microorganisms.  Thus  Bechhold  has  shown  that  many 
substances  which  are  powerful  disinfectants  in  ordinary  fluids^  lose 
their  activity  in  protein  solutions,  owing  to  their  forming  combina- 
tions with  the  proteins,  so  that  tliough  they  are  not  dangerous  to  the 
host*  they  are  comparatively  innocuous  to  the  microbes  in  the  tissues; 
in  fact  they  act  on  proteins  and  not  specifically  on  microbes;  when 
the  proteins  are  present  in  small  amount,  as  in  an  emulsion  of  bacteria 
in  water,  these  disinfectants  are  active  enough,  but  when  the  bacteria 
are  distributed  among  the  proteins  in  an  infected  wound,  the  amount  of 
the  disinfectant  that  falls  to  the  share  of  the  bacterial  proteins  is  too 
small  to  be  effective.  For  example,  a  disinfectant  which  prevented 
the  growth  of  diphtheria  germs  in  broth  when  added  in  the  proportion 
of  one  in  half  a  million,  had  no  action  on  the  germs  in  the  tissues  when  it 
was  present  in  the  proportion  of  one  in  five  thousand,  because  it  com* 
bined  with  the  tissue  proteins  in  preference  to  those  of  tlie  bacilli. 

This  again  indicates  the  limitation  of  disinfectant  therapeutics* 
which  cannot  be  overcome  as  long  as  the  drugs  have  no  elective  affinity 
for  the  invading  organisms  but  act  equally  strongly  on  the  tissues  of  the 
higher  animals. 

If  a  poison  b  to  penetrate  into  the  Interior  of  an  organism  in  q\;Lan- 
9 


130 


8UBSFAKCBS  ACTING  LOCALLY 


tity»  it  EDiist  be  as  aotoble  in  the  protopban  as  in  the  llnid  in  wlsdi 
it  u  sppEied,  for  rt  is  obvious  that  it  wiQ  not  leave  a  raedimn  in  niiicfa 
it  is  readUy  soluble  for  one  in  which  it  b  disaol^^ed  «itii  difficult. 
Aecordin^y,  tt  ts  found  that  fata  aod  oQs  in  wUch  the  nmbcn  of 
the  aromatic  fcries  are  very  soluble  are  not  suitabk  as  media  for  tbetr 
application,  for  the  poisoiis  remain  in  the  oiiy  menstruuin  and  fail  to 
penKrate  the  microbes  in  which  they  are  less  soluble.  On  the  other 
hand,  the  ft/jcUtion  of  inorganic  salts  to  an  aqueous  solution  of  carfaoEc 
acid  often  increases  its  antiseptic  power,  because  the  poison  becomes 
less  soluble  in  the  water  and  shows  a  greater  tendency  to  escape  front 
it  into  the  interior  of  the  microbes. 

There  is  reason  to  believe  that  solutions  containing  several  disinfec- 
tants are  more  strongly  antiseptic  than  those  containing  an  equal 
percentage  of  the  individual  pure  bodies;  for  example,  a  mixture  of 
carbolic  acid  and  mercuric  perchlonde,  is  more  efficient  than  a  much 
stronger  solution  of  either  alone.  Thb  appears  to  be  due  to  a  change  in 
the  solubility  of  the  disinfectant,  at  any  rate  in  some  cases. 

Disinfectants  and  antiseptics  are  used  for  a  large  variety  of  purposes 
and  it  njay  be  well  to  consider  the  principles  which  underlie  their  uses 
before  discussing  the  special  features  of  each  drug. 

1.  In  Surseiy,  Lister  advised  that  not  only  infected  wounds  should  be 
treatefl  with  disinfectants  but  that  infection  of  any  wound  should  be 
guarded  agairiBt  by  the  application  of  antiseptics  which  would  retard 
the  growth  of  microhea.  It  is  now  recognized,  however,  that  a  clean 
wound  requires  no  antiseptics  and  heals  niore  quickly  if  they  are  avoided. 
And  disinfection  in  surgery  is  now  applied  only  to  tissues  already  the 
seat  of  infection,  and  to  objects  which  may  come  in  contact  with  a  clean 
wound*  Among  the  latter,  those  which  offer  the  greatest  difficulty 
arc  the  skin  of  the  patient  and  of  the  operator,  and  a  large  number  of 
drugs  have  been  employed  to  disinfect  these  and  render  them  harmless- 
Among  the  disinfectants  more  commonly  used  to  disinfect  the  skin  or 
to  destroy  the  organisms  in  a  w^ound  already  infected,  are  the  carbolic 
acid  group,  mere^uric  chloride,  the  oxidizing  disinfectant  group,  and 
iodine,  of  which  the  last  has  recently  been  the  most  popular.  The 
disinfectant  must  be  applied  in  solution  or  suspension  in  w^ater,  and 
ahould  induce  as  little  irritation  as  Is  compatible  with  its  fulfilling  its 
purpose.  This  ja  of  special  importance  in  dealing  with  the  delicate, 
Bcnsitive  mucous  membranes  such  as  the  eye,  which  cannot  be  subjected 
to  such  treatment  as  would  be  necessary  in  other  parts  of  the  body, 
A  danger  which  is  smaller  now  than  formerly  is  from  the  absorption 
of  the  disinfectant  giving  rise  to  general  poisoning.    This  arose  as  a 

Sneral  rule  not  from  the  drug  applied  during  the  operation,  but  from 
\  too  lavisli  use  in  the  subsequent  dressings.  But  cases  of  poisoning 
are  still  met  from  the  use  of  powerful  disinfectants  to  wash  out  large 
abscesses,  the  uterus,  or  other  organs, 

Instrunienta,  ligatures,  etc,  are  generally  disinfecte<l  by  heat,  but 
are  often  kept  in  dilute  solutions  of  carbolic  acid  or  other  dismfectant 
until  required. 
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The  relative  dismfectlng  power  of  the  drugs  used  la  aurgery  has  been 
investigated  repeatedly  but  ao  satisfactory  ratio  can  be  given  as  yet, 
because  it  is  impossible  to  imitate  the  conditions  in  a  septic  wound 
closely  enough  in  experimental  determinations.  And  estimations  of  the 
relative  power  in  destroying  organisms  in  water  or  in  gelatin  cultures 
depend  upon  a  variety  of  conditions,  such  as  the  number  of  organisms 
and  the  completeness  with  which  the  disinfectant  is  removed  before 
test  growths  are  made.  It  is  generally  held  that  among  the  disinfectants 
used  in  surgery  mercuric  perch  loride  is  superior  to  the  carbolic  acid 
group,  and  that  both  of  these  penetrate  more  efficiently  than  the  oxidiz- 
ing disinfectants. 

2.  In  the  Treatment  of  Skin  Diseases,  a  number  of  disinfectants  have 
been  employed,  and  where  tlie  area  of  infection  Is  small  it  may  be 
permissible  to  use  the  more  powerful  ones  if  necessary.  But  in  wide- 
spread disease  the  dangers  of  local  irritation  and  of  absorption  preclude 
all  except  the  least  noxious*  and  it  remains  a  question  how  far  these 
act  in  retarding  the  growth  of  an  infecting  organism,  and  bow  far  their 
effects  may  be  due  to  their  causing  slight  irritation  and  improved 
nutrition.  Some  dermatologists  hold  the  view  that  these  mild  skin 
remedies  ow  e  much  of  tlieir  value  to  their  reducing  properties*  Among 
these  remedies  are  chrysarobin,  pyrogallol,  naphthob  and  tlie  tar  series. 

3,  To  Disinfect  the  Intestine.— Septic  processes  may  occur  either  in 
the  contents  of  the  intestine  or  in  its  walls,  the  former  affecting  the 
general  organism  only  by  the  production  of  poisonous  or  irritant  sub- 
stances which  may  be  absorbed,  while  in  the  latter  the  tissues  of  the  wall 
themselves  become  the  seat  of  acti\'e  disease.  It  is  possible  that  an 
admixture  of  a  disinfectant  with  the  contents  of  the  bowel  may  retard 
their  putrefaction,  and  this  method  of  treatment  has  been  largely  em- 
ployed. When  the  evidence  of  it3  efficacy  is  examined,  the  results  prove 
to  be  disappointing;  the  amount  of  double  sulphates  or  of  indol  in  the 
urine  is  said  to  be  diminished,  and  tlie  number  of  microbes  in  the  ffcces 
to  be  reduce*!  under  the  use  of  these  intestinal  antiseptics,  but  tliis 
is  no  longer  regarded  as  unequivocal  evidence  that  the  disintegration 
of  the  food  by  microbes  is  retarded;  and  in  addition  these  changes 
in  the  urine  and  the  fseees  have  not  been  confirmed  by  many  observers* 
There  is  some  rather  unconvincing  clinical  evidence  of  improvement 
under  this  treatment,  but  it  is  now  recognised  to  be  more  in  accord  with 
general  aseptic  procedure  to  remove  the  putrefying  contents  by  means 
of  a  purgative,  than  to  attempt  to  render  them  sterile  in  the  bowel 
by  means  of  disinfectants, 

Wlien  the  bowel  wall  itself  is  the  seat  of  infection  the  use  of  antiseptic, 
and  disinfectants  is  still  less  supported  by  the  results.  And  it  seems  very 
unlikely  that  a  drug  powerful  enough  to  destroy  the  microbes  har- 
bored in  the  mucous  membrane  will  leave  the  latter  uninjured.  In 
typhoid  fever,  in  which  this  treatment  has  been  carefully  followed, 
the  number  of  typhoid  bacilli  in  the  stools  has  not  diminished  to  any 
noticeable  extent,  and  the  use  of  these  drugs  does  not  relieve  the 
symptoms  or  shorten  the  duration  of  the  disease. 
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Any  drug  used  for  the  disinfection  ol  the  mtestme  must  not  be 
imtant,  nor  very  poisoooiu.  It  must  not  be  too  soluble,  since  other- 
wbe  it  may  be  alwnrbed  from  the  upper  part  of  the  bowd,  and  on  the 
other  hftod  it  must  be  soluble  to  some  extent,  or  it  canoot  mix  very 
intimately  with  the  oootents  of  the  mtcsdne.  Carbolic  add  is  scaroeKy 
fitted  for  this  purpooe,  for  it  irritates  the  ^otnach  and  is  abo  rapidly 
ahmbed*  Socne  of  the  cr^b  have  been  recommeDded  of  late  yean, 
and  the  napbtbol  pr^arations  have  abo  enjo\'ed  aome  reputation. 
Salol  and  its  coagimm  have  the  advantage  of  being  ahuost  completely 
insoluble  and  harmless  in  the  stomach  and  of  being  dissolved  and 
rendeied  active  by  the  intestinal  juices.  Tbe  purgatives  are  the  most 
eflicacious  treatment  and,  among  these,  the  mercurials  are  largeliy  tiaed. 

4.  To  Daatroy  Fatiiof«iic  Genns  in  the  Tissues  After  Absorption. — It  is 
now  recognized  to  be  hopeless  to  attempt  to  find  a  single  body  which 
vrUl  destroy  all  forms  of  bacteria  in  the  tissues^  while  leaving  the  host 
uninjured,  but  there  is  still  reason  to  believe  that  in  the  future  specific 
antiseptics  may  be  found  for  at  least  some  of  the  constitutional  diseases. 
Such  a  specific  action  is  seen  in  the  effects  of  quinine  on  the  organism 
of  malaria,  of  salicylates  in  rheumatic  fever,  of  mercury,  arsemc  and 
antimony  m  various  protozoal  infections,  and  of  emetine  in  amoebic 
dysentery,*  all  of  these  apparently  acting  more  strongly  on  the  cause  of 
the  disease  than  on  the  tissues  of  the  patient.  While  it  may  be  hoped 
that  the  antiseptic  tr^tment  of  internal  maladies  has  not  reached  its 
final  limit,  it  is  futile  to  attempt  to  disinfect  the  tissues  generally  with 
ordinary  agents,  which  are  much  too  poisonous. 

5.  In  the  Treatment  ol  Septic  Genito-uzinary  Zliseues. — The  treatment 
of  general  infections  in  the  tissues  with  non-specific  disinfectants  is 
hopeless  for  the  reasons  given  above.  On  the  other  band,  good  results 
are  obtained  in  infection  of  the  genito-urinary  tract  through  which 
many  of  the  antiseptics  are  eUmiaated  from  the  body.  In  the  course 
of  their  elimination  they  are  concentrated;  thus  a  quantity  of  dis- 
infectant which  is  inactive  when  distributed  through  the  protein-rich 
tissues  of  the  bod>',  may  verj'  well  be  efficacious  when  it  b  dissolved  in 
the  comparatix^ely  small  quantity  of  the  urine,  and  especially  since 
here  it  finds  no  protein  to  combine  with  except  that  of  the  tract  through 
which  it  passes.  On  the  other  hand,  in  their  passage  through  the  body 
the  antiseptics  are  generally  formed  into  combinations  which  are  less 
irritant  and  also  lesa  poisonous  to  the  microorganisms.  There  is,  how- 
ever, no  question  that  the  continual  washing  of  the  genito-urinary 
tract  with  the  antiseptics  in  the  course  of  their  excretion  reduces  the 
number  of  the  organisms  in  the  urine  and  relieves  septic  conditions. 
The  drugs  used  for  this  purpose  must  not  be  too  irritant  to  the  mucous 
membranes  of  the  alimentary  tract,  and  must  be  easily  absorbed  and 
not  dangerously  poisonous.    Many  of  the  aromatic  series,  such  as 

'  It  ia  to  be  remarked  that  in  mftlaria.  sypbMu.  dyaeotcry.  and  tryppooacmi&au.  id 
whicb  apeciftPB  have  be«u  ohtaJned.  the  difleoBc  im  due  to  iDv&aioD  by  protgioa.  while  most 
n|  tht!  ififection!<  of  wfaifrh  th«  cause  is  known*  ftrus  from  bacterift*  and  thcH  appear  to 
be  much  leu  lu^cepubJe  to  the  actio d  of  cbemical  agenw. 
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salicylates,  have  been  employed,  and  some  of  the  volatile  oils.  An 
important  advance  has  recently  been  made  in  urotroptn,  which  is 
harmless  and  inactive  itself  but  frees  formaldehyde  in  acid  urine.  In 
addition  to  this  method  of  treatment,  antiseptics  and  disinfectants  may 
be  applied  by  injection  into  the  urethra  and  bladder  by  the  ordinary 
surgic^  procedure. 

6.  In  the  Treatnienl  ot  Pulmonwy  Infecticma. — Traces  of  some  of  the 
more  volatile  antiseptics  are  eliminated  m  the  breath,  and  this  has 
suggested  tJieir  internal  use  to  destroy  microbes  in  the  lungs,  especially 
the  tubercle  bacillus.  It  may  be  stated,  however,  that  carefuJ  observers 
are  united  in  the  belief  that  this  form  of  medication  is  entirely  useless. 
The  case  of  the  lunp  differs  entirely  from  that  of  the  kidney,  for  in  the 
former  there  is  no  concentration  of  the  disinfectant  in  the  organ,  but 
it  is  excreted  in  even  greater  dilution  than  that  in  which  It  circulates 
in  the  general  tissues.  In  addition  it  b  impassible  for  an  antiseptic  to 
reach  the  lungs  in  sufficient  concentration  to  incommode  the  resistant 
microbes  without  destroying  the  delicate  pulmonary  epithelium, 
unless  the  drug  has  a  specific  affinity  for  the  parasites,  whidi  none  of 
the  general  antiseptics  has  proved  to  possess.  Antiseptic  remedies 
have  also  been  inhaled  in  vapor  or  spray,  and  have  been  injected  into 
the  trachea  or  even  into  the  lung  directly,  but  as  far  as  the  tubercle 
bacillus  is  concerned^  they  have  had  no  result  in  the  bands  of  more 
careful  observers.  In  fac-t  this  baciUus  appears  to  be  peculiarly  refrac- 
tor>'  to  most  chemical  disinfectants,  ifl'hich  can  be  administered  by  the 
mouth.  In  cases  of  gangrene  of  the  lung,  fa?ttd  bronchitis,  etc.t  the 
inhalations  relieve  the  patient  to  some  extent  and  certainly  lessen 
the  offensive  odor, 

7.  Id  Islectiojis  ot  Othar  Secretiona  and  Organs,  the  use  of  antiseptics 
has  not  proved  succ^sfuK  In  the  bile,  thjmol  and  urotropln  have 
been  found  after  administration  by  the  mouth,  and  the  latter  has 
been  shown  to  occur  in  the  cerebrospinal  Buid  and  in  many  other 
excretions,  but  it  is  to  be  noted  that  urotropin  is  in  itself  inactive  and 
is  disinfectant  only  through  its  liberation  of  formaldehyde^  which  has 
not  been  shown  to  take  place  except  in  the  urine. 

8.  To  Disinfect  Sooms,  Furniture,  Clothing,  Ezcrementa,  the  strongest 
and  cheapest  drugs  which  are  available  are  employed.  It  is  quite 
futile  to  attempt  to  carry  out  such  disinfection  unJess  with  concen- 
trations which  w^ould  be  immediately  fatal  to  all  higher  organisms. 
For  rooms  and  furniture,  formaldehyde  or  sulphur  dioxide  are  best 
adapted  as  they  are  volatile  and  penetrate  fairly,  but  the  latter  bleaches 
aU  dyed  roatertal.  Clothes  are  best  disinfected  by  heat,  or  formaldehyde 
solution  may  be  employed.  Excrement  may  he  disinfected  by  chlorine 
or  Lime;  crude  carbolic  acid  and  tar  are  less  certain,  and  the  oxidizing 
disinfectants  are  expensive  when  used  in  quantity. 

9.  To  Disinfect  Drmking'Tater. — Water  may  be  freed  from  infectious 
organisms  by  heat  or  filtration,  but  when  these  are  not  available, 
chemical  disiifection  may  be  necessary,  as  for  example  in  military 
expeditions.   The  disinfectant  must  not  be  present  in  such  quantities 
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m  ft»  mmSer  dm  mter  poMottMis,  or  cvm  diw^gembic  to  tke  Uste^ 
ymt—li  ly,  tfceqt^Mtt  aie  not  ptntocted  by  the  pMcnee  rfcnfaiifa 
AIM  MS  tlMtcCotiB  <lf>twi'jwMt  1^  i^xy  adbI  tJHBlltltxs  fl/  ifinDliBrlSDts. 
IHk  momI  OMmenmt  ii  cUotw  wittcfa  HHjr  be  cuned  ai  tbe  fans 
<f  IqrpoeUarile  or  ray  be  fonned  bon  acsr^mtcr  by  deetraljra. 
Qydra^ni  pcromie  bn  afao  bees  cflnployed* 

BlBUOGEJiPHT* 

Jffiritiii  ilf    ICL  a.  4,  Oi  iwliiiit,  a.  y.  «l 
Cwl.   rfillhiiTiiM  ni  iTiii  riMiilifc  nimilhtfla^l   i,  p  TTI 
0rwimim.  Kmmtmwg.  (Mrwm       AmMm.   BatiA  Utd.  Jomm^  Tii  ■  iir  ly.  1«I7 

«i<i^Hr  a«ft,  «t  wniuMi  BKd  «r  B—hk.  isdL 

4!^^  «k  Bmmt.  JkiA.  L  esp.  Pft^  a.  P^a^  sli.  u- 
JffWrfrf  v.  AMkl^   Ztekr.  f.  pliTaoL  rhtm   zira.  p.  171;  S.  p  177, 
ChatA  md  Mtrtim.  tomm.  ^  Hrv^nc,       ppt  tt.  KS. 
rvi^  mmd  BOU.  Jom  Aner.  M«d.  Ktm^  VKfl.  i.  pb  2175. 
C*aptr.  Bavdiev.  Jwm^  to,  p.  175. 

KMiUt.  ArdL  f.  L  p.         Zeataefar.  L  Hj%^  linn,  A. 

MobA   BioflboB.  ZeiUebr^  xxa.  p9>  t2»»  17S.  SOL 

FmiC  0jnMii     Smtm,   riiiilum  Zatmhr^  xzr.     987:  zzix,  pp.  9QX  MiL 
jr«nii,  TiMrapt,  Bwi<«fc  Com.  Amer.  Ifcd.  Aao^  1912.  p.  151. 
0f  ITitf.   tadiBi  (ram  ll»  Bpa«m  BCmmcfaa  Ivtiteie.  19t<(.  it. 

Mmoy  antbeptics  and  distofectants  are  used  for  a  variety  ol  purposes 
sad  m^t  be  dasaed  under  severa]  of  these  headings.  The  following 
ftmogemeat  is  therefore  an  arbitrary*  one,  and  merely  points  to  the 
use  for  which  the  drug  h&s  been  considered  most  adapted, 

L   Sorgical  Antiseptics  and  Disinfectants* 

L  Cahboltc  Acid. 

Carbulic  acid,  or  phenol,  the  first  of  the  modem  antiseptics  to  be 
introrluwyJ,  acts  like  the  rest  of  the  simpler  benzol  compounds  as  a 
General  Protoplasai  Poison^  although  in  the  vertebrates  it  affects  the 
central  nervoua  system  more  powerfully  than  the  other  tissues. 

Its  poisonous  effects  are  well  seen  when  it  is  apphed  to  unicellular 
organisms,  such  as  the  protozoa.  Even  dilute  solutions  cause  immediate 
arrest  of  all  movements;  the  organism  assumes  a  spherical  shape 
and  loses  its  transparency,  and,  unless  the  solution  be  very  attenuatai, 
dies  in  the  course  of  a  few  minutes.  Plant  cells  are  acted  on  in  the  same 
way,  and  the  individual  cells  of  more  highly  organized  animals^  such 
as  the  ciliated  epUhelium  of  the  air  passages  and  the  spermatozoa,  are 
killed  at  once  when  brought  in  contact  with  carbolic  acid.  There  is 
some  evidence,  however,  that  very  dilute  solutions  of  carbolic  acid, 
as  of  other  antiseptics,  tend  to  increase  the  activity  of  protoplasm,  for 
while  solutions  of  phenol,  such  as  are  used  as  surgical  antiseptics,  are 
immediately  fatal  to  the  yeast  plant,  very  dilute  solutions  increase  its 
activity.  The  effect  of  carbolic  acid  on  protoplasm  has,  however,  been 
studied  chiefly  in  the  bacteria.  Its  antiseptic  power,  while  always 
considerahle.  Is  found  to  vary  greatly  with  the  species  of  microbe. 
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Thus,  while  it  is  fairly  poisonous  to  the  ordinary  pyogenic  organisms, 
it  has  to  be  present  in  very  concentrated  form  to  destroy  the  more 
resistant  spores  of  anthrax,  and  like  other  antiseptics,  is  much  less 
poisonous  to  the  microbes  than  to  the  protozoa  and  other  simple  forms 
of  life.  Tlie  development  and  reproduction  of  many  microorganisms 
has  been  found  to  be  much  delayed,  or  altogether  prevented^  as  long 
as  they  remained  in  a  solution  of  one  part  of  carbolic  acid  in  400-600 
parts  of  water,  but  in  order  to  kill  them  very  much  more  concentrated 
solutions  (5  per  cent.)  were  required,  and  Koch  found  that  the  spores 
of  the  anthrax  bacilli  were  destroyed  by  5  per  cent,  carbolic  solution 
only  after  they  had  remained  in  it  for  two  days. 

It  seems  to  vary  considerably  in  its  action  on  the  unorganized  fer- 
ments; thus  it  is  said  not  to  retard  appreciably  the  fermentations 
produced  by  emulsin^  diastase  and  myrosin,  even  when  present  in 
the  solution  up  to  5  per  cent.,  while  pepsin,  ptyahn  and  the  rennet 
ferment  are  weakened  by  somewhat  smaller  quantities. 

Carbolic  acid  precipitates  Proteina  in  solution  and  also  in  the  cells. 
It  does  not  seem  to  enter  into  any  firm  combination  with  them,  for 
it  can  be  washed  out  of  the  precipitate  with  comparative  ease.  It 
results  from  this  that  carbolic  acid  penetrates  more  thoroughly  than 
the  metallic  antiseptics,  which  are  rendered  insoluble  by  the  protein 
they  meet,  and  whose  action  therefore  tends  to  remain  confined  to  the 
surface. 

This  coagulation  of  the  proteins  occurs  whenever  carbolic  acid  is 
brought  in  contact  with  the  tissues.  On  the  Skin  a  white,  opaque  scar 
b  formed  by  concentrated  phenol^  which  becomes  red  and  shining 
afterward  and  then  falls  oft  in  a  few  days,  leaving  a  light  brown 
stain  which  may  remain  for  several  weeks.  Even  a  5  per  cent,  solution 
applied  to  the  fingers  producer  tingling  and  warmth,  which  is  often 
followed  by  opacity  and  shrinking  of  the  epidermis  and  a  sense  of 
numbness.  This  numbness  may  amount  to  almost  complete  aniesthesia 
if  more  concentrated  solutions  are  applied,  no  pain  being  felt  even 
when  the  skin  is  cut  through.  When  applied  for  some  time  and  pre^ 
vented  from  evaporating,  carbolic  acid  may  cause  extensive  dry  gangrene 
of  the  part^  from  its  penetrating  through  the  surface  layer  and  reaching 
the  deeper  tissues*  Applied  to  a  Watmd  in  5  per  cent,  solution,  phenol 
induces  pain  and  irritation  followed  by  local  anaesthesia,  and  a  white 
pellicle  of  coagulated  proteins  is  formed.  It  causes  irritation  and  necrosis 
of  the  Mucoua  Membranes,  and  if  applied  in  sufficient  quantity  may 
lead  to  sloughing  and  acute  inflammation.  This  local  effect  may  prove 
fatal  from  shock  and  collapse  when  large  quantities  of  the  undiluted 
acid  are  swallowed,  the  effects  resembling  exactly  those  produced 
by  other  corrosive  substances.  Carbolic  acid  is  rapidly  absorbed  from 
the  stomach  and  bowels  but  after  some  time  the  absorption  is  much 
slowed  owing  to  local  changes  in  the  vessels  of  the  intestine. 

General  Action* — In  uian  delirium  and  excitement  have  been  observed 
in  some  cases,  but  convulsions  are  comparatively  rarely  seen*  When 
large  quantities  are  taken,  immediate  unconsciousness  may  result 
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•ad  destb  foOov  witbto  a  fev  mmutes.  Horn  fv  tins  is  doc  to  tke  IocmI 
fjnmttmtK  tlid  bov  fir  tbedirtctaetknoo  thece&tnlMrfowjqri^ 
fanrolml*  etuDOt  be  dctcimioed.  In  nuie  gradual  pntyiiag^  dqpreft- 
iian  and  wtakoem,  hMMfariiPj  oaiaea  and  vomidz^  are  fofloved  by 
gfaMin— ,  DottM  ID  iltt  tm^  pftBoT  sod  mBapiip,  vith  imgakr  pidae 
sad  reipmtioiip  sod  cold  penpiratioo;  faintiBg  and  UDOomaaasieaB 
then  lead  to  failure  of  the  breathing  and  deatL  Fatal  p^wMf  may 
ame  from  swalkmng  a  ooooeDtnted  or  a  (fflute  aohitioii.  or  from 
alieorptioo  from  wounds  and  ahaeeawa^  It  has  also  oceuired  in  man 
ffOfB  abaorptioQ  through  the  unbroken  akta. 

The  autof>Qr  sometoDes  gives  no  special  iodicatioDS  of  the  cause  of 
death,  save  the  local  oormkm  of  the  alimentary  canaL  Indammatian 
and  naerosis  of  the  intestine  is  said  to  have  been  oboerved  in  some 
CSMB  in  which  the  poison  was  absorbed  from  skin  wounds,  and  fattjr 
degcoeratmn  is  sometimes  induced  in  the  liver  and  the  renal  epithelium, 
but  is  not  coDiitaDL 

Id  the  Jrog  carbolic  acid  first  causes  depression  and  loss  of  the  spoo- 
tuicous  movements,  and  later  fibrillary  twitching  in  the  muscles, 
augDMSxted  reflex  eiccitability  and  finally  tonic  eonvubions.  These 
may  last  for  some  time  and  theo  complete  paralysis  of  the  central 
Dcrvoua  system  supervenes,  while  the  heart  and  the  peripheral  nerves 
and  muscles  remain  active,  A  dilute  solution  of  carbolic  add  applied 
directly  to  the  exposed  spinal  cord  paralyzes  the  sensory  elements 
immediately^  while  leaving  unaffected  the  motor  fibres  and  the  cells 
of  the  anterior  bom  (B^lioni). 

In  mammaU  very  similar  symptoms  are  produced,  save  that  there 
is  often  no  noticeable  preliminary  stage  of  depression.  Some  weakness 
and  lethargy  may  he  present,  however,  and  is  followed  by  marked 
muscular  tremor,  which  resembles  the  shivering  produced  by  cold.  At 
intervals  this  is  interrupted  by  sudden  twitches  in  different  muscles, 
and  later  by  clonic  convulsions.  The  respiration  and  the  pulse  are  at 
fijst  accelerated,  but  afterward  are  slow,  irregular,  and  w*eak.  The 
movements  become  feeble  and  appear  at  longer  intervals,  the  respiration 
is  shallow  and  irregular,  and  the  animal  passes  into  a  condition  of 
collapse,  in  which,  however,  the  sensibility  to  pain  is  often  preserved. 
Eventually  death  occurs  from  Eisphyxia.  After  very  large  doses  the 
collapse  may  be  immediate,  no  convulsions  being  observed,  tbe  heart 
and  respiration  often  ceasing  simultaneously.  In  most  cases  salivation 
is  u  marked  symptom,  and  the  temperature  often  falls  far  below  the 
normal. 

Central  Nervous  System. — The  convulsions  in  the  frog  arise  from 
increased  irritability  of  the  spinal  cord,  especially  of  the  anterior  horn 
cells,  for  they  are  not  arrested  by  section  of  the  medulla  oblongata. 
In  mammals  the  sudden  contractions  of  isolated  muscles  appear  due 
to  a  similar  action  on  the  spinal  cord,  but  the  clonic  convutsions  and 
the  persistent  tremors  are  probably  of  cerebral  originj  and  Berkholz 
found  the  cerebral  cortex  abnormally  irritable  after  carbolic  acid. 
The  rarity  of  convulsions  in  man  has  not  been  satisfactorily  explained. 
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In  some  cases  the  course  of  the  intoxication  b  too  short,  the  large 
amount  of  poison  swallowed  inducing  immediate  collapse,  while  in 
others  their  absence  may  be  due  to  the  debility  of  the  patient  from 
disease;  but  in  a  considerable  number  of  cases  of  poisoning  in  which 
neither  of  these  conditions  was  preiientj  no  convulsions  were  observed. 
The  primary  stimulation  of  the  central  nervous  system  in  animals  is 
followed  by  depression  and  paralysis  if  large  doses  are  administered. 

The  acceleration  of  the  Respiration  and  of  the  Heart  seen  in  mammals 
has  been  supposed  to  be  an  indirect  result  of  the  increased  muscular 
movement  and  convulsions,  but  this  seems  to  be  incorrect,  for  the  heart 
is  found  to  be  accelerated  before  the  convulsive  movements  and  tremor 
appear,  and  the  frog  s  heart  is  accelerated  in  cases  where  no  movements 
whatever  occur.  It  would  seem  probable  that  the  acceleration  of  the 
heart  is  due  to  direct  action  on  the  muscle  or  on  the  regulating  nerves. 
The  subsequent  slowing  is  undoubtedly  due  to  muscular  action. 

The  acceleration  of  the  respiration  precedes  the  increased  move- 
ment also,  and  would  therefore  seem  to  be  due  to  action  on  the  medul* 
lary  centre,  which  is  first  stimulated  and  later  paralyzed.  The  vaso- 
motor centre  is  depressed  by  the  injection  of  carbolic  acid  into  the 
blood,  and  this,  together  with  the  weakness  and  slowness  of  the  heart, 
causes  a  fall  in  the  blood'pressure  and  collapse. 

The  peripheral  Nerves  and  Muscles  do  not  seem  to  be  affected  in 
general  poisoning  in  mammals,  although  in  the  frog  their  irritability 
and  the  capacity  for  work  of  the  muscle  may  be  somewhat  reduced. 

On  the  direct  application  of  solutions  of  carbolic  add  to  the  nerves 
or  muscles,  these  are  killed  at  onoe^  like  other  forms  of  living  matter; 
even  dilute  solutions  paralyze  the  nerve  fibrils  and  terminals  and  thus 
induce  local  anaesthesia. 

The  increased  Secretion  of  saliva,  perspiration  and  tears  which  is 
seen  in  poisoning  in  mammds  is  probably  of  central  origin,  and  may 
possibly  be  associated  with  the  nausea  and  vomiting. 

The  fall  in  Temperature  in  carbolic  acid  poisoning  seems^  for  the 
main  part,  to  be  due  to  the  collapse^  although  it  is  impossible  to  state 
how  far  this  may  be  aided  by  some  alteration  of  the  regulating  function^ 
such  as  is  seen  in  the  closely  related  group  of  the  antipyretics. 

Carbolic  acid  added  to  the  defibrinated  Blood  leads  to  the  slow  for- 
mation of  methoemoglobin,  but  this  docs  not  occur  in  the  living  animal. 
Occasionally  some  destruction  of  the  red-blood  cells  is  caused  in 
animals  through  the  injection  of  carbolic  acid  directly  into  the  blood* 
vessels,  and  in  one  case  of  poisoning  in  man  haemoglobin  was  detected 
in  the  urine,  indicating  that  some  of  tJbe  red  cells  of  the  blood  had 
been  destroyed. 

Excretion. — Some  of  the  carbolic  acid  absorbed  is  oxidized  to  bydro- 
quinone  and  pyrocatechin,  and  these  and  also  the  unaltered  carbolic 
acid  are  excreted  in  the  urine  in  combination  with  sulphuric  and 
glycuronic  acid.  The  hydroquinone  and  pyrocatechin  tend  to  become 
further  oiddized  to  colored  substances  and  the  urine  therefore  assumes 
a  dark,  dusky-green  color  which  may  change  to  brown  or  even  black. 
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This  cliange  may  occur  in  the  body,  and  the  urbe  is  very  often  passed 
of  a  greenish-browr  color,  but  further  oxidation  takes  place  on  ejcposure 
to  the  air,  resulting  in  deeper  coloration  which  commences  at  the  surface 
of  the  fluid  and  gradually  extends  downward.  The  depth  of  the  shade 
depends  not  on  the  amount  of  phenol  sulphate  in  the  urine,  but  on  that 
of  the  dloxybenzols^  and  a  darker  urine  is  often  observed,  therefore, 
when  the  absorption  has  occurred  from  an  open  wound  (in  which  the 
conditions  are  esp»ecially  favorable  to  oxidation)  than  from  much  larger 
quantities  absorbed  from  the  alimentary  canal. 

The  presence  of  glycuronates  in  the  urine  may  lead  to  its  reducing 
Fehiing'a  solution,  and  thus  give  rise  to  the  suspicion  of  glycosuria. 
On  the  other  hand,  the  passage  of  these  bodies  through  the  kidney 
often  causes  some  irritation  and  albuminuria.  The  double  sulphates 
of  the  urine  are,  of  course,  much  increased,  and  the  inorganic  sulphates 
are  correspondingly  diminished. 

The  Chlon^henola,  in  which  chlorine  10  substituted  for  one  or  more  of  the 
hydrogen  atoms  of  carbolic  acid,  are  much  more  poisonous  to  nucroorganismB 
than  the  original  substatice,  while  their  toxicity  in  mammaJa  k  not  increased 
in  the  same  ratio,  A  aimilcir  iutensifying  e£feot  is  seen  in  the  chlorine  sub- 
stitution products  of  tbe  narcotic  series,  e.  g.^  chloroform*  The  most  poisonous 
of  the  monochlor-phenols  ia  parachlorphenoL  BTomol  or  tribromphenol  has 
been  used  to  a  hmited  extent  in  therapeuticB  aa  a  diainfectaut  and  caustic. 

Preparations* 

AciDUU  Carbolicum  {B*  P,)f  Phbnol  (U.  S.  P.),  carbolic  acid  or  phenol 
(C#H*OH)  forma  colorless,  deliquescent  crystals  when  recently  prepared,  but 
often  assumes  a  reddish  tinge  from  oxidation.  It  has  a  characteristic  odor 
and  is  intensely  corrosive.  It  is  soluble  in  about  20  parts  of  water,  but  be- 
comes liquid  when  10  parts  of  water  are  added  to  90  of  the  crystals,  forming 
the  Acidum  Carb&Hcum  Liqxiefactum  (B,  P.),  Pf^encl  Liquefactmn  (U*  S.  P,). 
This  must  be  carefully  distinguished  from  the  ordinary  solution  of  carbolic 
acid,  which  contains  only  2  to  5  per  cent,  of  phenol,  while  the  liquefied  carbolic 
acid  contains  about  90  per  c^ut. 

Glyceritum  Phenolic  (U.  P.),  Giycerinum  Acidi  Carbolid  (B.  P»)j  20  per 
cent,  of  carbolic  acid  in  glycerin.  0.3  mils  (5  mine.). 

Utigxtenium  Phenolis  (U,  S.  P,),  2  per  cent.,  Unguenium  Acidi  Carbolid 
CB,  P.),  3  per  cent. 

Carbolic  acid  is  generally  uaed  in  2-5  per  cent,  solution*  A  crude,  impure 
form  may  be  employed  to  disinfect  stools,  latrines,  etc.  The  ointment  la  com^ 
paratively  seldom  prescribed,  as  it  ia  found  more  irritant  than  many  other 
equally  powerful  antiseptics.  The  gtycerite  may  be  used  aa  a  very  weak  caustic. 
Solutions  of  carbohc  acid  in  oil  have  httle  or  no  antiseptic  action,  because  they 
fail  to  penetrate  into  the  microbes. 

Therapeutic  Vses, — Carbolio  acid  is  used  as  an  antiseptic  in  surgical 
operations  in  2-5  per  cent,  solution  in  water.  It  now  plays  a  much 
less  important  rfile  in  surgery  than  it  did  in  the  first  days  of  antisepsis; 
in  fact  in  many  clinics  it  is  now  employed  only  to  preserve  the  instru- 
ments from  infection.  Its  irritant  action  and  the  danger  of  absorption 
have  also  rendered  it  unpoputar  as  a  dressing  or  lotion  after  operations 
or  injuries,  where  there  is  any  large  absorbent  surface,  or  where  irrita- 
tion is  liable  to  be  injurious,  as  in  most  forms  of  skin  disease. 
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It  is  still  used  as  a  disinfectant  in  septic  wounds,  though  greater 
reliance  is  now  placed  on  corrosive  sublimate.  Strong  carbolic  acid 
has  been  applied  to  disinfect  wounds,  its  poisonous  effects  being  avoided 
by  immediately  washing  it  off  witli  alcohol. 

Harrington  has  recently  drawn  attention  to  the  danger  of  applying 
dilute  solutions  in  bandages  to  injured  fingers  and  hands;  he  found 
records  of  over  a  hundred  cases  in  which  this  had  led  to  gangrene, 
necessitating  amputation. 

Carbolic  acid  had  a  limited  use  as  a  caustic  in  the  form  of  the 
liquefied  preparation,  and  was  less  painful  tlian  most  other  caustics. 
It  has  also  been  employed  in  itching  skin  diseases,  but  is  inferior  to 
tlie  cocaine  series.  Internally,  it  was  at  one  time  advocated  as  an 
intestinal  disinfectant  and  as  a  remedy  in  constitutional  diseases,  but 
this  has  long  been  abandoned. 

Poisonm^f. — In  carbolic  acid  poisoning,  when  it  has  been  taken  by 
the  mouth,  the  first  treatment  is  the  removal  of  the  poison  by  the 
stomach  tube  and  the  thorough  lavage  of  the  stomach  with  water  to 
which  10  per  cent,  of  alcohol  may  be  added;  the  alcohol  dissolves  the 
poison  more  readily  tiian  water  and  thus  facilitates  its  removal,  but 
has  no  other  antidotal  action,  and  should  be  removed  from  the  stomach 
as  completely  as  possible;  when  absorption  has  occurred  from  the  skin 
or  from  a  wound  the  dressing  should  be  removed  at  once.  The  com- 
bination of  phenol  with  sulphuric  acid  in  the  tissues  forms  a  compara- 
tively harmless  body,  and  Baumann  and  Preusse  therefore  suggested 
the  administration  of  sodium  sulphate  in  large  quantities.  It  is  found, 
however,  that  this  is  of  little  or  no  use,  because  the  phenol  docs  not 
combine  witli  sulphates  as  such  in  the  body,  but  with  organic  sulphur 
compounds  which  are  only  in  process  of  being  oxidized  to  sulphuric  acid. 
When  coma  and  collapse  set  in,  the  patient  is  to  be  sustained  by  the 
application  of  warmth  externally,  and  by  the  administration  of  such 
central  nervous  stimulants  as  caffeine  or  strychnine;  artificial  respiration 
may  eventually  be  used,  although  there  is  Httlc  prospect  of  resuscitation 
if  the  intoxication  has  advanced  so  far.  The  corrosion  induced  by  car- 
bolic acid  locally  may  be  treated  by  washing  the  part  with  alcohol, 
which  dissolves  the  acid  readily. 
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2.  Cresols 

Of  late  y«irs  tlie  cresols  or  cresylic  adds  (C4H4.CH4.OH)  have  been 
'tuted  for  carbolic  add  to  a  considerable  extent  tn  surgen. 
are  three  isomeric  cresols  which  all  resemble  carbolic  acid  closely 
action,  and  which  present  only  minor  points  of  difference  from 
h  other  Metacresol  is  said  to  be  less  poisonous  and  less  irritant 
tlian  carbolic  acid,  while  it  is  credited  with  a  more  powerful  antiseptic 
action^  orthocresol,  on  the  other  hand,  is  said  to  be  more  dangerous 
than  carbolic  acid,  and  paracresol  to  be  the  most  poisonous  of  all. 
But  the  differences  in  toxicity  between  the  cresols  are  too  small  to  be  of 
practical  importance^  and  their  germicidal  action  is  appro^dmately  equal 
when  they  are  used  in  suspension  with  soaps,  as  is  usually  the  case. 

Many  cases  of  suicidal  poisoning  wiUi  cresol  preparations  have 
occurred  and  have  presented  symptoms  similar  to  those  of  carbolic 
acid  poisoning — collapse  and  exhaustion  followed  by  coma  and  deathj 
in  some  cases  marked  alterations  have  been  found  in  the  liver  along  with 
nephritis  and  haemolysis.  Much  of  the  cresol  absorbed  undergoes 
complete  oxidation  in  the  tissues^  but  about  one-third  of  that  ingested 
is  excreted  in  the  urine  in  combination  with  sulphuric  and  glycuronic 
acids. 

The  cresols  are  constituents  of  tars  and  other  crude  disinfectants. 
In  pure  form  they  are  only  slightly  soluble  in  water,  and  it  has  been  found 
necessary  to  form  them  into  emulsions  or  suspensions  for  surgical  use, 
A  large  number  of  these  cresol  preparations  are  available  and  differ 
chiefly  in  the  way  in  which  they  are  suspended  in  water  (creotin^  solteol, 
sohdoU  lysol).  These  preparations  are  not  devoid  of  poisonous  properties 
as  is  often  stated ;  on  the  contrary  they  are  little  if  at  aU  less  dangerous 
than  carbolic  acid.  Their  germicidal  action  has  been  overrated  by  some 
authorities  and  has  been  denied  by  others.  On  the  whole  they  appear 
to  be  more  powerfully  antiseptic  than  carbolic  acid  when  they  are  used 
in  emulsion  form;  their  insolubility  in  water  facilitates  their  passage 
into  the  bacteria  in  which  they  are  more  soluble;  and  the  emulsion 
form  has  a  further  advantage  as  the  Buid  coming  in  contact  with  the 
bacteria  must  always  be  saturated  with  the  antiseptic.  Cresol  has  been 
given  as  an  intestinal  disinfectant,  but  baa  not  proved  more  useful 
than  the  other  drugs  used  with  this  object. 

The  chlorcresob  are  said  to  be  more  strongly  germicidal  than  the  cresols 
themselves,  while  their  toxicity  is  not  increased  In  the  same  degree  or  may 
even  be  reduced;  a  suspension  of  chlorcresola  has  been  introduced  as  an  anti- 
septic, but  has  not  yet  oeea  widely  used. 

Prepakations. 

Cre&A  (U.  S.  P.,  P.),  a  mixture  of  the  three  cresols,  forms  a  colorless  or 
etraw-oolored  fluid  with  a  pheno!  odor.  Soluble  in  60  parts  of  water.  Doee, 
0.05  mi!  (1  mm.)-;  B.  P  1-3  mina, 

LiqxLQf  Cresolis  Compositiis  (U.  S.  P.),  Liquor  Cresol  Saponaius  (B,  P.),  Cresol 
50  per  cent,  suspended  in  water  by  meana  of  soap,  is  used  diluted  to  about  5 
per  cent,  aa  a  surgical  disinfectant. 
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3.   Other  Aromatic  Surgical  Disinfectants. 

Many  other  members  of  the  benzine  or  aromatic  series  have  enjoyed 
a  more  or  less  transient  reputation  as  surgical  disinfectants  and  anti- 
septics. Thus  Thymol  (CflHjCHjCjHjOH),  obtained  from  oil  of  thyme, 
was  used  to  a  limited  extent  as  an  antiseptic  lotion  in  per  cent, 
solution  and  also  as  a  mouth  wash  and  gargle,  but  in  this  strength  it 
is  only  feebly  active  and  it  is  too  insoluble  in  water  to  form  a  really 
effective  germicide.    It  is  used  as  an  anthelmintic  chiefly  (p.  123). 

Salicylic  acid  (C^HtOHCOOH)  and  sodium  salicylate  (CeH^OHCOONa) 
were  at  one  time  used  as  antiseptic  washes  in  surgery^  and  indeed  prom- 
ised to  supplant  carbolic  acid  for  this  purpose  as  they  are  less  irritant 
and  less  poisonous.  The  acid  is  destructive  to  the  pyogenic  micro- 
organisms suspended  in  water  but  has  much  less  effect  than  carbolic 
acid  when  proteins  are  present,  and  its  use  has  been  abandoned  in 
practice  by  most  surgeons.  The  salicylates  are  used  almost  exclusively 
for  their  specific  action  in  acute  rheumatism. 

The  sulphocarhoktUs  (or  parQph€nolsulpkomUs)  of  sodium  and  Einc  are  less 
poisonous  than  carbolic  acid,  as  the  sulphon  group  lessens  the  toxicity  in  the 
smne  way  as  the  carbox>'l  one,  but  they  are  at  the  same  time  very  much  weaker 
in  germicidai  power.  They  have  been  used  as  external  antiseptics,  and  the  buI- 
phocarbolate  of  sodium  has  been  administered  to  arrest  fermentation  in  the 
stomach  with  little  access.  As^eptol  or  sotoUc  acid  is  a  33  per  cent,  solution  of 
ortho-phenol-aul  phonic  acid  m  water,  but  very  often  contains  some  of  the  para- 
add.  Of  the  three  phenol-sul phonic  acids,  the  ortho-  is  the  most  strongly 
antiseptic  and  the  para-  the  least  useful. 

Sodii  Phenolrtdphona^  (U.  S,  P,),  or  sodium  para-phenol-sulphonate  (C*H<- 
OHSOjONa,2HiO),  forms  colorless,  transparent  prisms,  without  odor,  and 
with  a  saline  taste.   Soluble  in  5  parts  of  water.   0  25  G.  (4  grs.). 

The  oxyruiphioic  acids  (CjaHiOH  COOH)  poasees  antiaeptic  properties, 
which  are  said  to  be  somewhat  greater  than  those  of  carbolic  and  salicyLc 
acids,  but  they  are  lesa  soluble  in  water,  while  the  sodium  salt  is  less  antiseptic. 
The  acids  are  irritant  and  produce  diarrhoBa  and  symptoms  similar  to  those  of 
miicylic  acid.  They  seem  to  be  at  lesat  as  poisonous  as  carbolic  acid,  and  have 
been  used  as  CKtemal  antiseptics  only  to  a  very  limited  extent. 

Turpentine  oil  and  many  of  the  other  volatile  oils  enjoy  a  reputation  as 
antiseptics  and  disinfectants,  and  have  been  applied  to  disinfect  the  fikin  before 
operations  and  for  similar  purposes. 

Chloroform  may  also  be  mentioned  as  a  disinfectant  in  use  in  the  laboratory 
though  it  has  never  been  adopted  in  surgical  operations. 

Alcoh&l  is  a  disinfectant  when  used  in  50-70  per  cent,  dilution,  and  has 
been  used  to  clean  and  disinfect  the  skin  and  hands  before  operation 
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4.  Mercuric  PERcnLORroE. 

Soon  after  the  treatment  of  wounds  with  carbolic  acid  was  estab- 
lished, its  rival,  corrosive  sublimate,  was  introduced  as  a  more  powerful 
disinfectant.  There  is  no  question  that  the  claim  was  justified  and  that 
corrosive  sublimate  in  ordinary  surgical  practice  has  greater  germicidal 
and  antiseptic  powers  than  carbolic  acid.  At  the  same  time  bacteria 
must  be  exposed  for  a  longer  time  to  its  action  before  they  are  de^ 
stroyed,  and  it  has  a  more  injurious  effect  on  the  tissues  with  which 
it  comes  in  contact  and  is  more  poisonous  when  it  is  absorbed.  A 
certain  amount  of  mercury  remains  attached  to  the  proteins  of  the 
microbes  and  restrains  their  reproduction  even  when  it  does  not  actu- 
ally kill  them;  owing  to  this  fact  corrosive  sublimate  has  been  credited 
with  greater  disinfectant  power  than  it  merits,  for  it  is  found  tliat  on 
the  complete  removal  of  the  mercury  many  of  the  inactive  organisms 
recover;  in  practice  its  action  is  therefore  partly  disinfectant  and  partly 
antiseptic.  The  symptoms  of  mercuric  poisoning  and  the  general  action 
will  be  discussed  under  the  chapter  on  mercury  (see  Index). 

Mercuric  chloride  solution  (1  in  20004000)  is  used  extensively  in  sur- 
gery to  disinfect  the  hands,  skin  and  wounds,  but  is  very  irritant  to  the 
unbroken  skin  even  and  must  not  be  applied  to  more  delicate  tissues. 
It  corrodes  steel  and  this  precludes  its  use  to  preserve  instruments 
before  use.  It  is  sometimes  employed  in  the  form  of  a  soap  and  to 
impregnate  bandages,  cottonwool,  gauze,  catgut,  etc.,  but  it  renders  all 
of  these  irritant  and  corrosive  so  that  they  should  not  be  applied 
directly  to  wounded  surfaces.  It  differs  from  the  carbolic  acid  group  in 
preserving  its  disinfectant  powers  in  oils  and  fatty  vehicles,  in  which  it 
is  only  slightly  soluble  and  which  it  therefore  leaves  readily  for  the 
fluids  of  the  microbes.  It  also  differs  from  carbohc  acid  in  the  fact 
that  the  presence  of  stxlium  chloride  reduces  its  disinfectant  action 
because  it  lessens  the  amount  of  the  free  Hg  ion.  The  disinfectant 
action  of  corrosive  sublimate  is  much  diminished  by  the  presence  of 
protein  and  it  has  less  penetrating  power  than  carbolic  acid.  It  pre- 
cipitates the  protein  like  other  metallic  salts  and  has  a  further  specific 
toxic  action  on  living  tissue.  Various  other  mercurial  salts  have  been 
suggested  as  disinfectants,  for  example  the  cyanide  and  periodide;  but 
these  have  no  advantages  over  the  percliloride. 

Toxiiabelh  Hydrargyri  Chloridi  CorrosiiH  {V,  S.  P.)  are  used  to  form 
disinfectant  sohition.s,  Kach  tablet  contains  0.5  G.  of  perchloride,  and 
forms  a  solution  of  I  hi  2000,  when  added  to  a  liter  of  water. 

5.  Other  Metallic  Disinfectants. 

The  salts  of  several  other  metals  have  been  used  as  disinfectants 
and  antiseptics.  Silver  nitrate  is  the  most  important  of  these  and 
plays  a  large  role  in  the  treatment  of  infections  of  the  mucous 
membranes,  especially  that  of  the  eye.  This  disinfectant  action  is 
accompanied  by  intense  irritation,  but  silver  nitrate  has  very  slight 
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powers  of  penetration  because  it  is  rendered  insoluble  and  there- 
fore inactive  by  the  chlorides  of  the  tissues.  Silver  nitrate  is  used 
in  solutions  of  1  to  2  per  cent,  as  a  disinfectant  in  infectious  oph- 
thalniia,  or  in  more  dilute  form  (1  in  200-400)  for  more  frequent 
application.  It  has  also  been  used  as  an  injection  in  gonorrhceal  infec- 
tion of  the  urethra  in  the  strength  of  1  in  500-2000  and  in  various 
other  conditions.  General  poisoning  is  unJmown  from  this  use  of  silver, 
but  its  intensely  caustic  action  and  the  limited  extent  to  which  it  pene- 
trates have  prevented  its  wider  employment.  This  irritant  action  of 
the  nitrate  has  led  to  the  introduction  of  various  other  salts  and  prepara- 
tions (see  Silver),  which  are  less  dissociated  in  solution  and  thus  are 
less  corrosive.  But  these  lose  their  disinfectant  power  in  the  same  ratio 
AS  they  become  less  irritant,  for  the  tissue  destruction  arises  from  the 
same  factor  as  the  disinf^tant  action,  the  free  silver  ion.  The  effects 
of  silver  after  absorption  will  be  discussed  later  (see  Index). 

6,  Oxidizing  DisiNFEcrAjm* 
Peroxide  of  Hydrogen* 

Hydrogen  peroxide  or  dioxide  (HjOj)  tends  to  break  down  into 
water  and  oxygen  very  rapidly  in  the  presence  of  many  substances, 
which  in  themselves  may  be  either  oxidizing  or  reducing.  Among  the 
bodies  which  induce  this  decomposition  are  tlie  peroxidase  ferments, 
which  are  found  in  all  forms  of  living  matter,  and  the  peroxide  of 
hydrogen  is  therefore  decomposed  when  brought  in  contact  ^^ith  the 
tissues;  the  oxjgen  thus  liberated  tends  to  oxidize  its  surroundings 
and  its  chief  effects  are  therefore  due  to  its  oxidizing  properties.  It 
is  generally  met  with  in  dilute  solution  in  water,  and  in  this  form 
alone  is  used  in  medicine.  Brought  in  contact  with  the  skin,  peroxide 
of  hydrogen  solution  is  decomposed,  and  numerous  bubbles  of  oxygen 
are  formed/  but  this  decomposition  proceeds  much  more  rapidly  when 
it  is  applied  to  denuded  surfaces  or  to  mucous  membranes.  The 
oxA'gen  is  formed  in  such  quantity  that  some  irritation  may  follow, 
and  thus  dogs  often  vomit  when  it  is  administered  in  quantity  by  the 
mouth.  When  it  is  injected  suhcutaneously,  a  large  amount  of  oxj^gen 
is  formed  in  the  subcutaneous  tissues,  but  some  of  the  peroxide 
escapes  decomposition  and  is  absorbed  into  the  blood.  Here  the 
decomposition  proceeds  more  violently,  the  red-blood  cells  having  a 
strong  catalytic  action,  and  the  oxygen  set  free  may  cause  emboli  and 
lead  to  sudden  death.  The  formation  of  emboli  is  seen  most  frequently 
in  the  rabbit,  but  was  in  all  probability  the  cause  of  death  in  one  case 
of  fatal  poisoning  in  man,  in  which  a  solution  of  hydrogen  peroxide 
had  been  used  to  wash  out  the  pleural  cavity.*  Emboli  are  not  formed 
in  the  dog  on  hypodermic  injection,  nor  in  either  dogs  or  rabbits  poisoned 

t  A  eaaeeDtnitod  »(dulioQ  ia  *%IA  ta  carrwle  th«  ikm.  leaviag  m  vrhite  esehttr. 
*  Id  ferenl  other  iastaDc^a  hemiplegia  hu  been  obderv«d«  apparently  from  emboliOD 
of  the  eer^biml  krJ^noa, 
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by  the  stomach — in  the  latter  case  probably  because  the  Uquid  is  more 
slowly  absorbed  and  is  almost  entirely  decomposed  in  the  mucous 
membrane.  Even  in  the  blood  and  tissues  the  whole  of  the  peroxide 
is  not  decomposed,  for  several  observers  have  found  traces  of  it  excreted 
in  the  urine* 

The  catalysis  of  hydrogen  peroxide  occurs  in  the  lower  forms  of 
life  as  well  as  in  the  higher.  Thus  germinating  seeds,  yeasts,  infusoria 
and  the  microbes  all  free  oxygen  from  the  solution,  and  in  fact,  a 
rough  estimate  of  the  number  of  microbes  in  water  may  be  formed 
from  the  amount  of  oxygen  given  off  by  it  on  the  addition  of  the  per- 
oxide (Gottstein).  This  decomposition  is  fatal  to  most  of  these  lower 
forms,  from  the  nascent  oxygen,  and  peroxide  of  hydrogen  is  therefore 
a  powerful  disinfectant  in  water,  a  3  per  cent,  solution  proving  as  strongly 
bactericidal  as  a  1  per  mille  solution  of  corrosive  sublimate;  but  when 
the  microbes  are  contained  in  a  medium  with  much  organic  substance, 
as  in  wounds,  the  bactericidal  action  is  very  much  reduced.  This  appears 
to  be  due  to  the  too  rapid  decomposition  of  the  peroxide,  which  escapes 
as  bubbles  of  oxygen,  comparatively  little  oxidation  taking  place. 
This  may  be  exemplified  by  its  action  on  the  blood;  when  normal 
blood  in  a  test-tube  is  treated  with  peroxide,  it  froths  up  and  the  oxygen 
escapes,  leaving  the  blood  unaltered.  If,  however,  some  hydrocyanic 
acid  has  been  added  to  the  blood  sometime  previously  so  as  to  weaken 
the  ferment,  there  is  little  or  no  efferv^escence  and  the  hiemoglobin  is 
changed  to  methffimoglobin  by  the  peroxide  remaining  and  freeing  its 
oxygen  more  slowly.  The  peroxide  therefore  oxidizes  most  powerfully 
when  it  is  slowly  decomposed,  while  the  rapid  action  of  the  ferments 
tends  to  dissipate  the  oxygen  in  the  molecular  form  which  has  com- 
paratively slight  oxidizing  and  disinfectant  powers. 

In  recent  yeare,  attention  has  been  drawn  to  other  bodies  analogous  to 
hydrogen  peroxide,  some  of  which  possess  powerful  microbicidal  properties. 
The  peroxide  ia  represented  by  the  structural  formula  H — O— 0— H  and  one  of 
the  hydrogens  may  be  replaced  by  benzoyl  or  acetyl,  forming  CfHiCO — O — OH 
(benao-peracid)  or  CHiCO — OOH  (acelo-peracid).  These  bodies  give  off  oxygen 
more  elowly  than  hydrogen  peroxide  and  surpass  it  in  germicidal  power;  in 
fact  they  are  as  powerful  diainfectanta  as  corrosive  sublimate  in  favorable 
conditions.  Unfortunately  these  peracids  are  too  unstable  for  practical  use; 
and  the  organic  peroxides,  sueh  aadiacetyl  peroxide  (CHjCO — O — O — COCHi), 
which  form  the  peracids  in  water  have  not  proved  so  useful  clinically  aa  the 
laboratory  resulta  seemed  to  promise. 

Preparations. 

Liquor  UydroQenii  Dioxidi  (U.  S.  P.),  Liquor  Hydrogenii  Peroxidi  (B,  P.), 
solution  of  hydrogen  dioxide  or  peroxide,  contains  about  3  per  cent,  by  weight 
of  the  pure  dioxide.  Each  volume  of  tliis  solution  ia  capable  of  settiog  free 
10  volumes  of  oxygen  when  completely  decomposed.  Some  acid  ie  added  to 
the  peroxide  solution  in  order  to  retard  ita  decompt^ition,  but  it  gradually 
changes  when  kept,  so  that  only  freshly  prepared  solutions  are  of  full  strength. 
The  solution  is  tolorless  and  odorless,  but  has  an  acid  taste  from  the  added 
acid^  and  the  oxygen  freed  in  the  mouth  gives  a  curious  sensation  and  forms  a 
froth. 
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Therapeutic  Uses. — Hydrogen  dioxide  is  used  locally  as  a  disinfectant 
solution  in  suppuration,  diphtheria,  and  urethral  infection.  In  pus 
cavities  the  oxjgen  is  freed  with  great  rapidity^  and  the  pus-corpuscles 
are  said  to  be  disintegrated.  The  catalysis  is  due  in  part  to  these 
corpuscleSj  in  part  to  the  microbes,  and  the  extent  of  the  suppuration 
may  be  estimated  from  the  amount  of  effervescence.  Peroxide  solutions 
differ  from  most  other  disinfectants  in  the  short  duration  of  the  action^ 
which  passes  off  as  soon  as  all  the  oxygen  is  Hberated.  In  addition  to 
its  microbicidal  action  proper,  this  agent  loosens  and  destroys  masses 
of  infected  material  by  the  mechanical  effect  of  the  liberation  of  the 
gas,  and  the  wound  or  cavity  is  thus  cleaned  by  it  more  perfectly  than 
by  washing  with  ordinary  disinfectant  solutions.  Most  surgeons  believe 
that  this  mechanical  action  is  of  more  importance  than  the  direct 
germicidal  effect.  The  solution  has  been  recommended  for  use  in  oph- 
thahnic  practice,  and  for  this  purpose  may  be  diluted  one  half. 

Peroxide  has  been  used  to  destroy  the  bacteria  of  drinking  water  and 
1CK15  c.c.  of  the  pharmacopaeial  solution  is  found  to  reduce  the  bacteria 
in  a  liter  of  water  more  than  100  times;  about  twice  as  much  is  required 
to  have  the  same  effect  in  milk. 
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Other  Oxidizing  Disitifecfanh. 

Some  older  disinfectants  also  owe  their  powers  to  liberated  oxygen, 
and  among  these  that  most  largely  employed  is  the  Permanganate  of 
Potassium. 

When  a  solution  of  this  salt  comes  in  contact  with  organic  matter, 
such  as  albumin,  the  permanganate  at  once  parts  with  some  of  its 
oxygen,  which  attaches  itself  to  the  albumin.  Permanganate  is  thus 
poisonous  to  protoplasm,  not  through  the  presence  of  the  whole  mole- 
cule, but  in  consequence  of  the  oridation  of  the  proteins.  As  soon  as 
the  permanganate  is  reduced,  it  of  course  loses  this  action,  so  that  the 
oxidizing  effect  is  limited  to  the  skin  and  the  surface  of  the  mucous 
membranes-  Concentrated  solutions  irritate*  and  even  corrode  tlie  skin, 
and  induce  gastro-enteritis  when  swallowed.  Permanganate  solutions 
are  disinfectants  of  considerable  power,  owing  to  their  oxidising 
d  thus  destroying  bacteria.  They  fail  to  penetrate  deeply  in  an 
"ve  form,  and  this  renders  them  of  less  value  than  many  other 
disinfectants^  except  in  very  superficial  infection. 

Pota^ii  PenaangoTUU  (U,  S.  P.,  B.  P.)  (KMnO*)  forma  slender  cryatala  of 
a  dark  purple  color  and  a  sweetish,  afterward  disagreeahle  and  astringent 
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teftc^  toloble  in  fiixlc^  portfl  of  water,  reduced  by  aloobol  and  other  orgamc 
bodin,  0.06  G,  (1  gr.};  B.  F,,  1-3 

Hie  pcnnanganate  has  been  used  inteniRDy  in  unenoirhceA  and 
diiorosis. 

ExtemaJiy  It  is  used  for  its  disinfect&ot  and  deodorant  actioQt  as 
an  application  to  gangrenous  ulcers,  cancerous  sores,  diphtberia,  and 
gonorrhoea.  In  dilute  solution  it  may  be  used  as  ft  gargle  and  mouth 
wash  (}  per  cent,)^  to  disinfect  the  hands  (1  per  cent.),  which  it  stains 
brown,  and  for  other  similar  purposes. 

It  has  recently  been  recommended  in  poisoning  with  phosphorus, 
pniasic  acid,  morphine  and  other  alkaloids,  on  the  theory  that  these 
pmsons  are  oxidized  by  it  in  the  stomach,  and  thus  rendered  hanniess. 
For  this  purpose  it  b  given  In  one-third  per  cent  solution*  But  pet^ 
manganate  also  oxidizes  the  gastric  mucous  membrane,  and  it  has  not 
been  shown  that  it  attacks  morphine  in  preference  to  the  proteins^ 
the  treatment  is  certainly  less  reliable  than  the  use  of  the  stomach  tube; 
permanganate  has  of  course  no  action  on  morphine  after  absorption, 
in  snakebite,  permanganate  has  been  used  to  wash  the  wound  and  also 
to  inject  around  it;  it  has  no  effect  upon  the  poison  already  absorbed, 

Condy^s  Fluid  is  a  strong  solution  of  impure  permanganate,  which 
Is  of  use  to  disinfect  and  deodorize  urinals  and  faeces,  but  must  be 
poured  on  them,  and  cannot  be  employed  to  disinfect  rooms. 

Some  of  the  caustics  owe  part  of  their  action  to  the  oxj  gen  liberated 
when  they  come  in  contact  with  organic  matter.  Thus  Chromic  Acid 
destroys  tissue  in  part  through  its  acidity  but  this  is  reinforced  by  its 
oxidizing  powers^ 

Other  oxidizing  bodies  have  been  used  as  antiseptics  and  disinfectants. 
Thus  Calcium  Peroxide  or  Gorii  has  been  recommended  as  a  gastric 
and  intestinal  disinfectant  for  children  in  doses  of  0.2-0.6  G.  in  milk. 
Zinc  peroxide  and  magnesium  peroxide  have  also  been  suggested,  the 
former  for  external,  the  latter  for  internal  use. 

Similarly  the  Persulphate^  of  potassium  and  sodium  (NatSsOv), 
pertodine^  possess  strong  oxidizing  properties  from  their  liberating 
oxygen  in  contact  with  organic  matter.  They  are  only  feebly  poisonous 
but  have  not  been  extensively  used  as  yet. 

7.  BoRAac  Acm  and  Bokax. 

Boracic  or  boric  acid  (B(OH)i)  Is  a  very  weak  acid,  and  it  is  doubtful 
whether  the  hydrogen  ions  or  acidity  play  any  part  in  its  action,  or 
whether  the  whole  is  not  to  be  referred  to  the  rest  of  the  molecule- 
The  ordinary  sodium  compoundi  borax^  NasBiO?,  ia  stated  by  some 
authors  to  be  equally  active,  but  is  alkaline  in  reactioOi  so  that  the 
exact  relative  importance  of  the  two  ions  of  boric  acid  cannot  be  deter- 
mined. Boracic  acid  and  its  sodium  salt  have  some  antiseptic  power, 
for  in  2 J  per  cent,  solution  almost  all  forms  of  bacilli  stop  growing; 
but  they  are  not  destroyed,  even  the  dehcate  anthrax  bacilli  being 
found  capable  of  further  growth  after  exposure  to  a  4  per  cent,  solution 
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for  twenty-four  hours.  Boracic  acid  13  therefore  valueless  as  a  disin- 
fectant, but  has  been  used  as  an  antiseptic  dressing;  it  has  the  advantage 
over  many  other  antiseptics  of  inducing  very  little  irritation  and  of 
being  only  slightly  poisonous,  but  experience  has  shown  that  it  cannot 
be  used  with  impunity  in  very  large  quantities. 

Action. — Boracic  acid  and  borax  are  only  feebly  toxic,  but  large 
quantities  taken  by  the  mouth  cause  gastric  and  intestinal  irritation, 
as  is  evidenced  by  vomking  and  purging,  and  even  smaller  amounts 
are  said  to  act  as  mild  aperients  in  some  cases.  Not  infrequently 
repeated  small  doses  of  boric  acid  have  induced  albuiuinuria,  especially 
in  persons  predisposed  to  it.  Moderate  doses  are  without  effect  on  the 
metabolism,  but  larger  quantities  (5-10  G.  per  day  in  dogs)  increase 
the  nitrogen  excretion  in  the  urine.  A  dose  of  30-60  grs.  of  boric  acid 
is  found  to  increase  the  bulk  of  the  fjeces  in  man  by  retarding  the 
absorption  of  the  proteins  and  fats.*  Both  borax  and  boracic  acid  are 
rapidly  absorbed  by  the  bowel,  and  do  not  affect  the  intestinal  putre- 
faction. 

Boracic  acid  has  been  widely  used  as  an  antiseptic  dressing,  and  a 
number  of  cases  of  serious  poisoning  have  been  recorded  from  ita 
absorption.  The  symptoms  arose  in  part  from  the  alimentary  canal, 
uneasiness  in  the  abdomen,  vomiting,  diarrhoea,  dry  ness  of  the  throat 
and  difficulty  in  swallowing;  sleeplessness,  great  muscular  weakness 
and  depression,  dimness  of  sight  and  headache  were  also  complained 
of,  and  in  severe  cases  collapse  and  death  followed.  The  prolonged 
use  of  boracic  acid»  internally  or  externally,  has  repeatedly  led  to 
falling  of  the  hair,  eczema,  and  psoriasis.  Papular  eruptions  and  local 
oedemas  and  swelling  of  the  skin  appear,  and  a  gray  line  on  the  gumSj 
similar  to  that  seen  in  lead  poisoning,  is  stated  to  occur  along  with 
irritation  of  the  mouth. 

Boracic  acid  and  borax  are  excreted  in  the  urine,  in  which  they 
appear  within  a  few  minutes  after  ingestion;  over  half  the  quantity 
taken  is  excreted  within  twelve  hours,  but  afterwards  the  elimination 
proceeds  more  slowly,  so  tlxat  traces  may  be  found  in  the  urine  for 
five  days  or  more;  the  urine  becomes  alkaline  after  sufficient  amounts 
of  borax,  as  after  any  other  alkaline  preparation. 

Addum  Borieum  {U.  S.  P,,  B.  P.),  Boric  or  Boracic  Acid  (HiBOt),  color- 
less crystob,  with  &  faintly  bitter  taste,  aoluble  to  about  4  per  cent,  in  water, 
more  80  ill  alcohol  and  glycerin.  0  .5G*  (7igr«,);  B.  P.,  5-15  grs. 

Glifceritum  Boroglycerini  [U.  S.  P,),  Glycerinum  Acidi  Borici  (B.  P.).  Boro- 
glyccrin  is  a  compound  formed  by  heating  boric  acid  in  glycerin,  and  the 
o^uial  glyceritum  or  glycerinum  contains  this  dissolved  in  glycerin,  about  30 
parts  of  boric  acid  Ijcing  used  to  form  100  parts. 

Vn{fuentum  Acidi  Borici  (B.  P.^  U.  S.  P.),  10  per  c^nt. 

Sodii  Boras  (U.  S.  R),  Borax  PuHficalua  (B.  P.),  Borax  {NsiBA-f-lOHtO) 
formii  coloriess  crystals  with  a  sweetish  alkaline  taste.  It  is  soluble  in  water  (25 
parta)  to  which  it  gives  an  alkaline  reaction.  0.75  G.  fl2Krs.);  B.  P,,  5-15  gre 

Gtyc€rinum  Boracis  (B,  P.)  (1  in  6). 

■  Ttw  body  wdght  oftpn  fblls  Uiider  borax  trvattnent,  ud  thiM  hu  b««Q  sttHbuted  io 
Bugmeiitad  fmt  descructiun  by  Rcist  and  Rubner,  who  itatfl  that  a  eormpoDdinif  ibcrean 
io  tb«  oarbcmio  acid  «liinina(ioti  accomp&nies  it^ 
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Boracic  acid  has  been  used  as  a  surgical  antiseptic  in  solution! 
(4  per  cent.)*  ointment,  or  lint,  and  the  solution  of  the  acid  or  of 
borax  13  also  used  as  a  wash  in  aphthfe  and  other  forms  of  irritation  of 
the  niouth.  Boractc  acid  solution  has  been  given  internally  in  dilute 
watery  solution  as  a  genito-uritmry  disinfectant,  has  also  been  injected 
into  the  bladder^  and  is  frequently  used  in  ophthalmic  surgery,  as 
being  leas  irritant  to  the  eye  than  the  more  powerful  antiseptics.  In 
internal  medicine  the  acid  and  the  salt  have  been  used  in  epilepsy, 
and  also  in  the  hope  of  dissolving  uric  acid  calculi,  but  have  not  been 
shown  to  be  efficient  for  either  purpose,  Boracic  acid  and  borax  are 
sometimes  added  to  milk  or  other  food  as  preserv^atives,  and  it  has 
been  much  discussed  whether  the  habitual  use  of  such  preserved  food 
is  likely  to  prove  deleterious  to  the  health.  The  general  result  of  the 
investigations  is  that,  while  no  preservative  should  be  added  to  food 
unless  it  is  absolutely  unavoidable,  boric  acid  is  less  liable  to  derange 
the  health  than  most  other  preservatives.  Foods  preserved  with  boracic 
acid  should  not  be  used  by  delicate  individuals  or  by  children,  however, 
and  the  quantity  of  the  acid  used  must  be  strictly  limited. 
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S,  Potassium  Chlorate, 

The  chlorate  of  potassium,  introduced  into  therai>eutiC3  on  the  erro- 
neous theory  that  it  would  supply  oxygen  to  the  tissues^  has  been  used 
very  extensively  for  its  effects  in  certain  diseases  of  the  mouth.  It 
was  supposed  to  be  entirely  devoid  of  poisonous  properties*  but  was 
shown  by  Jacobi  to  give  rise  to  very  grave  and  even  fatal  symptoms 
m  some  instances.  But  the  conditions  which  determine  their  appear- 
ance are  not  universally  present,  for  very  often  large  quantities  have 
been  taken  with  impunity. 

Symptoms,— The  chlorates  have  a  cool,  saline  taste,  which  persists 
for  a  long  time  owing  to  their  being  excreted  jn  part  in  the  saliva- 
Concentrated  solutions  may  cause  nausea  and  vomiting  from  their 
local  salt-action  in  the  stomach,  and  their  absorption  is  often  followed 
by  considerable  diuresis  from  a  similar  action  in  the  kidney.  In  the 
great  majority  of  cases  no  further  effects  are  observed. 

In  some  individuals,  however,  symptoms  arise  from  a  single  large 
dose,  or  from  smaller  quantities  taken  repeatedly.  In  Acuta  Chlorate 
Pt>Uoiun^,  the  first  symptom  is  often  prolonged  and  violent  vomiting, 
witli  pain  in  the  stomach  region;  diarrhoea  and  a  dark  cyanotic  color 
of  the  skin  and  mucous  membranes  follow,  the  respiration  is  at  first 
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dyspnoeic  and  then  weak,  the  pulse  quick  and  feeble^  sometimes  irregular. 
The  patient  complains  of  headache,  giddiness  and  muscular  weakness, 
is  restless,  and  eventually  becomes  comatose  before  death. 

In  Sub&cute  Foifloning,  vomiting  and  diarrhcra  are  also  observed^ 
and  the  vomited  matter  often  contains  large  quantities  of  bile,  less 
often  blood.  There  may  he  complete  anuria  for  some  time,  or  the 
urine  is  scanty  and  at  first  dark  colored,  then  deep  reddish-browTi; 
it  contains  hiemoglobin,  methfemoglobin,  and  hffmatin  in  solution* 
On  standing,  it  deposits  casts  of  brown  amorphous  particles,  which 
arise  from  the  destruction  of  the  red  cells  of  the  blood,  and  chlorates 
arc  contained  in  it  in  considerable  quantity.  The  meth^moglobin 
may  disappear  from  the  urine  after  one  or  two  days,  but  the  casts 
remain  longer.  The  skin  is  often  icteric  in  eolor,  and  in  some  cases 
erytliematous  eruptions  have  been  observed.  Headache,  muscular 
weakness  and  abdominal  pain  are  complained  of,  and  ursemic  symp* 
toms  may  arise — delirium  and  convulsions,  or  confusion  and  coma. 
Death  has  followed  from  these  last  as  late  as  a  week  after  the  first 
symptoms  of  poisoning  were  observed,  but  in  several  cases  complete 
reco\ery  has  followed  even  the  gravest  sjTuptoms. 

ActioD,^ — These  symptoms  arise  from  the  action  of  chlorates  on  the 
red  cells  of  the  blood  and  especially  on  the  hjemoglobin.  When  chlorate 
^jolution  is  added  to  blood  in  a  test-tube  it  slowly  forms  methstnoglobiii 
and  hjematin,  and  the  blood  assumes  a  chocolate  brown  color.  Later, 
the  red  cells  tend  to  become  laked  and  the  methaemoglobin  is  freed  in 
the  serum.  This  action  on  the  blood  is  generally  ascribed  to  the  oxidizing 
properties  of  the  chlorates,  for  other  oxidizing  agents  have  the  same 
effects;  some  oxidizing  agents  induce  marked  haemolysis  with  little 
methffmoglobin,  while  in  others  the  latter  feature  is  the  predominating 
one.  There  is,  however,  some  difficulty  in  explaining  the  chlorate  action 
by  oxidation,  for  these  salts  are  very  stable  and  have  practically  no 
o^cidizing  action  at  body  temperature. 

When  this  transformation  of  the  hemoglobin  takes  place  m  the 
vessels,  asphyxia  results  from  the  inability  of  the  blood  to  carry 
available  ox>'gen,  and  this  is  unquestionably  the  chief  cause  of  the 
symptoms  and  of  the  fatal  issue  in  the  most  acute  form  of  intoxication. 
When  a  considerable  amount  of  hfemoglobin  is  transformed,  but  suffi- 
cient remains  to  continue  the  respiration  of  the  tissues,  the  subacute 
form  of  poisoning  results  from  the  haemolysis;  the  haemoglobin  and  frag* 
ments  of  the  corpuscles  obstruct  the  renal  tubules  with  masses  which 
may  appear  as  casts  in  the  urine,  or  may  cause  complete  suppression; 
the  fatalities  in  subacute  chlorate  poisoning  appear  to  be  tlie  result  of 
these  renal  changes.  Some  of  the  products  of  the  hEemoglobin  are 
deposited  in  the  liver  and  spleen  and  often  cause  enlargement  of  these 
organs;  the  bile  pign^ent  is  increased  in  amount  and  the  bile  passes 
through  the  duct  with  difficulty  and  this  leads  to  the  absorption  of  bile 
and  jaundice. 

The  haemoglobin  of  most  animals  seems  equally  easily  transformed 
to  methiemoglobin  by  chlorates  when  it  is  dissolved  in  water^  but  the 
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blood-corpuscles  of  the  rabbit  and  guinea-pig  resist  their  action  much 
more  than  do  those  of  the  dog  and  of  man.  Apparently  the  corpuscles 
of  the  rabbit  are  less  permeable  by  chlorate  than  those  of  the  carnivora 
and  man  and  the  true  chlorate  symptoms  are  rarely  elicited  in  rabbits, 
while  dogs  and  cats  show  the  same  effects  as  man. 

Chlorate  has  little  or  no  direct  effect  on  the  central  nervous  system 
or  the  circulation,  though  these  are  secondarily  affected  by  the  asphjTtia 
and  renal  changes. 

Very  littb  chlorate  is  reduced  in  the  blood  and  tissues,  for  90-96  per 
cent,  of  the  amount  administered  has  been  recovered  from  the  urine. 
Small  quantities  appear  also  in  the  saliva  and  in  other  secretions, 
such  as  the  perspiration^  milk^  tears,  and  nasal  mucus,  and  some  has 
been  found  to  pass  from  the  mother  to  the  fcetus  in  idero. 

Chlorates  hardly  retard  the  growth  of  bacteria  in  cultures  more  than 
other  indifferent  salts,  and  no  adequate  explanation  has  been  offered 
for  their  use  in  infections  of  the  mouth  and  throaL 

The  Bromates  and  lodates  have  been  seldomer  the  subject  of  investiga- 
tion than  the  chlorat^es,  and  are  not  used  in  therapeutics.  The  iodatea  are 
more  poisonous  than  the  bromates  and  these  again  than  the  chlorates;  the 
iodales  destroy  the  red  cells  more  rapidly  but  form  less  methajmoglobin  than 
the  chlorates  in  teat-lube  experiments.  lodiites  induce  fatty  degeneration  of 
the  liver  and  congestion  and  extravasation  in  the  aliinentary  tract.  Some 
iodide  is  formed  from  them  in  the  body. 

The  action  of  the  Perchlorates  has  been  examined  by  Kerry  and  Roet,  In 
the  frog  the  perchlorate  of  sodium  (NaClO*)  induces  fibnUary  twitching  and 
clonic  contractions  of  the  muscles;  the  contraction  of  the  muscle  is  prolonged 
in  the  sairie  way  as  by  veralrine,  and  rigor  eventually  follows  as  in  caffeine 
poisoning.  The  reflex  excitability  is  increased  and  the  heart  is  slow  and  insu- 
lar. The  effects  of  the  perchlorate  on  mammala  differ  coiisiderably  in  different 
epecies;  in  the  rat,  mouse,  and  guinea-pig  the  reflex  excitability  is  enormously 
increased  and  tetanic  convulsions  may  arise  from  thia  action  r  in  the  cat  a 
certain  atififness,  muscular  paresis  and  tremor  can  be  made  out  after  the  injec- 
tion of  large  quantities  of  perchlorate,  but  these  animals  as  well  as  the  rabbit 
and  dog  are  not  killed  by  even  very  large  quantities. 

PoTAsaii  Chlohas  (U,  S,  P.,  B.P.),  (KCIO,),  0.25  G,  (4  grs.);  B.  P.,  5-15  grs. 

Trochisci  PoTASSii  CsLORATis  (U.  S.  P.,  B-  P.l  contain  0.15  G.  (0.2  G., 
B,  P.)  chlorate  of  potassium  in  each  lozenge. 

The  chlorates  are  colorless  prismatic  cr>^stals  wtth  a  saline  ta^te,  and  aie 
given  in  solution  or  in  lozenges  when  used  iDternally.  The  dry  salts  form 
explosive  mixtures  with  organic  or  other  redutiing  substances,  and  such  raix- 
tures  are  therefore  to  be  kept  cool,  and  ought  not  to  be  ground  together,  as 
heat  and  pressure  are  liable  to  cause  explosions. 

Therapeutic  Uses-— The  chlorate  of  potassium  is  used  chiefly  as  a 
mouth  wash  and  gargle  in  irritable  conditions  of  the  mouth  and  throat, 
such  as  aphthfe,  and  in  the  tenderness  and  ulceration  of  the  gums  and 
mouth  induced  by  the  prolonged  use  of  mercury.  It  may  also  be  given 
as  a  prophylactic  to  lessen  stomatitis  when  mercury  is  being  prescrjibed. 
In  catarrh  of  the  throat  it  is  often  used  with  apparently  good  effects. 
It  is  rarely  employed  in  diphtheria  now. 

It  is  used  in  2-4  per  cent,  solution,  or  the  official  lozenge  may  be 
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prescribed.  In  children  a  somewhat  stronger  solution  with  syrup  or 
honey  may  be  used  to  brush  out  the  mouth,  but  care  should  be  taken 
that  none  is  swallowe<b  The  local  action  of  the  chlorates  has  not  been 
^^lained,  and  it  may  be  due  tcj  the  salt-action  in  partj  though  not 
wholly.  It  has  been  suggested  that  they  are  oxidizing  disinfectantSj 
but  there  is  no  reason  to  suppose  that  they  are  changed  here  any 
more  than  in  the  tissues  in  general.  It  is  not  impossible  that  equally 
satisfactory  results  might  be  obtained  by  the  use  of  the  chlorides  or 
nitrates.  Chlorate  of  potassium  has  been  given  internally  in  cases  of 
•diphtheria  and  in  some  diseases  of  the  mouth,  but  it  does  not  seem  to 
have  any  therapeutic  value  unless  when  applied  locally.  Some  benefit 
knay  arise  from  its  contact  with  tlie  mouth  and  throat  in  the  process 
of  swallowing  and  from  its  excretion  in  tlie  saliva.  In  addition  the 
internal  administration  of  the  chlorate  is  liable  to  induce  dangeroua 
poisoning. 

Pou<mm£. — The  fatal  dose  of  chlorate  varies  extremely,  as  little  as 
1  G.  (15  grs.)  having  proved  fatal  in  a  child,  while  40-50  G.  (10-12 
drs.)  have  been  swallowed  by  adults  without  marked  symptoms. 
Chlorate  poisoning  is  now  very  rare;  it  is  said  to  be  more  liable  to 
occur  in  nephritis  than  in  normal  persons.  As  a  general  rule  symj>- 
toms  appear  only  two  to  three  hours  after  the  drug  has  been  taken, 
and  tlie  treatment  is  purely  symptomatic — central  nervous  stimulants, 
ice  for  vomiting  etc.;  alkalies  may  be  given  to  lessen  the  formation 
of  methfemnglobin  and  diuretics  and  large  amounts  of  fluid  to  flush 
out  the  kidneys. 
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9.  Iodine, 

lodiae  has  recently  been  used  largely  to  disinfect  the  skin  before 
operation^  as  it  is  found  to  penetrate  readily  into  the  pores  and  has 
a  powerful  germicidal  action.  Its  irritant  effects  preclude  its  more 
general  use.  It  is  generally  employed  in  the  strength  of  2^-5  per  cent, 
in  10  j>er  cent,  potassium  iodide  solution  or  in  alcohol,  and  is  painted 
on  the  site  of  operation  a  few  minutes  before  the  incision  is  made. 

10.  Iodoform. 

A  number  of  iodine  compounds  have  beeu  introduced  into  thera- 
peutics as  applications  to  wounded  surfaces.  The  most  widely  known 


153 


BUBSTASXES  ACTING  LOCALLY 


of  these  is  Iodoform  (CHI»)»  which  corresponds  in  its  chemical  atructure 
to  C^lofofornit  and  has  been  used  verj'  extensively  in  surgery';  it  formedy 
ipjvc  rise  to  poisoning  repeatedly. 

Iodoform  has  no  marked  Loctl  jlctioii  on  the  skin  or  mucous  mem- 
branes. Some  jjersons  have  a  special  idiosyncrasy  for  it  which  betrays 
itdelf  in  an  eruption  developed  in  the  skin  near  where  lodofonn 
has  been  applied;  Bloch  states  that  a  skin  graft  from  these  persons 
implanted  in  a  normal  individual  continues  to  show  this  reaction,  but 
believes  ttjat  the  idiosyncrasy  is  not  limited  to  iodoform  but  extends  to 
many  other  methyl  compounds.  It  seems  to  have  some  ansesth'etic 
action,  when  applied  in  large  quantity  to  wounded  surfaces.  Iodoform 
was  at  first  applied  to  wounds  in  the  belief  that  its  Antiseptic  properties 
were  equal  to  or  even  exceeded  those  of  carbolic  acid.  But  cultures  of 
bacteria  are  not  prevented  from  developing  by  the  addition  of  iodoform. 
It  has  therefore  been  suggested  that  while  iodoform  in  itself  possesses 
no  antiseptic  virtues,  the  iodine  formed  from  it  in  the  wound  may 
retard  the  growth  of  septic  germs;  but  microbes  drawn  from  wounds 
under  iodoFonn  treatment  are  not  retarded  or  weakened  in  their 
development.  Some  of  the  advocates  of  the  iodoform  treatment, 
therefore  suppose  timt  it  diminishes  the  secretion  of  the  wounded  sur- 
face and  tlius  affords  a  less  suitable  medium  for  the  growth  of  the 
germs;  in  this  relation  it  may  be  mentioned  tliat  Binz  found  the 
emigration  of  the  leiirocytes  from  the  bloodvessels  hindered  by  the  local 
application  of  iodoform.  FinuKy  iodoform  may  retard  the  growth  of 
microbes  to  some  extent  by  forming  a  crust  over  the  wounded  surface, 
and  mechflnically  prevchtinj^  tJiem  from  penetrating  to  it, 

Symptoms* — The  sjniptoms  of  icHloform  intoxication  in  man  gen- 
eraHy  set  in  with  nnxicty,  general  depression  and  discomfort.  The 
patient  becomes  sleepless  and  rcstlessj  complains  of  giddiness  and 
beftdache  and  often  of  tlie  taste  and  odor  of  iodoform  in  the  mouth 
and  nose.  The  pulse  is  gcncrull>'  greatly  accelerated,  and  a  rise  of 
teniperature  is  said  to  have  occurred  in  some  cases  in  which  no  septic 
could  be  found  to  at^eount  for  it  The  depression  deepens 
true  melancbolia  acc^ompanied  by  Imllucinations,  the  patient  often 
from  the  illusion  of  i>er3ecution,  which  may  induce  him  to 
dtidde.  As  a  general  rule  this  melancholia  is  followed  by 
t£  violent  delirium  niul  nitiiiia,  losting  for  hours  or  days,  and 
§atal  OSes,  by  collapse  and  dt  uth.  In  other  cases  the  condition  has 
iato  pertnanent  insanity  and  dementia.  A  rarer  result  of  the 
at  iodoform  is  deep  sleep  passing  into  stupor  and  collapse 
t^wapUans  of  cerebral  excitcmrut, 
fn  flriMer  caaes  of  poisoning  tlie  patient  sulTers  only  from  the 
and  odor,  from  hriidaclie  and  not  infrequently  from 


est  lodofonn  generally  causes  deep  sleep  and  stupor, 
of  the  $;|^inal  cttrti  and  of  the  motor  areas  of 
doses  rxcitcmcnt  and  convulsions  of  clonic 
i»u<i  Autiip tew* Insv been  ofaser%'<eii.  In  the  frog  it  paral^^es  the  central 


ANTISEFTtCS  AND  DISINFECTANTS 


153 


nervous  system  and  the  heart  without  eliciting  any  symptoms  of  excite- 
ment. No  narcosis  is  observed  in  the  rabbit  even  after  fatal  doses. 
After  prolonged  administration  albuminuria  is  often  observed  in  animals, 
and  the  iodine  of  the  th>Toid  has  been  found  to  be  increased  by  iodo- 
fortD»  as  by  other  bodies  which  free  iodine  in  the  tissues. 

After  fatal  iodoform  poisoning  in  man  and  animals,  the  liver»  kidney, 
heart  and  muscles  are  generally  found  to  have  undergone  fatty  degenera- 
tioa.  lo  addition »  irritation  of  the  gastric  and  intestinal  mucous  mem- 
brane has  been  observed,  and  the  epithelial  cells  are  often  degenerated. 
Ecchymoses  occur  beneath  the  endocardium,  in  the  kidney  and  else- 
where*  and  congestion  of  the  meninges  is  described. 

Abaorptioii  and  Excretion* — Iodoform  is  readily  decomposed  in  the 
presence  of  alkaline  fluids  and  in  protein  solutions,  and  some  decom- 
position  undoubtedly  takes  place  in  wounds;  the  iodine  liberated  com- 
bines with  the  alkalies  of  the  fluids  to  form  iodides,  for  these  have 
been  shown  to  be  present,  and  iodalbuminates  are  presumably  formed 
in  tlie  same  way  as  by  free  iodine.  Some  of  the  iodoform  is  per- 
haps absorbed  imchanged.  After  iodoform  absorption,  iodine  has  been 
shown  to  be  present  in  the  saliva,  perspiration  and  bronchial  secretion, 
as  after  the  ingestion  of  iodine  or  Iodides;  but  it  is  chiefly  excreted  in 
the  urine  in  the  form  of  iodides  and  partly  in  organic  combination. 
The  tissues  apparently  retain  it  v^ry  tenaciously,  for  iodides  have  been 
found  in  the  urine  for  more  than  a  month  after  the  administration  of 
iodoform. 

In  considering  the  symptoms  of  iodoform  intoxication,  it  must  be 
recognized,  therefore,  that  a  very  complex  condition  is  present.  Some 
iodoform  may  circulate  in  the  blood  unchanged  and  give  rise  to  the 
cerebral  symptoms.  Other  symptoms  are  due  to  the  presence  of 
iodine  and  iodides  in  the  blood  and  tissues.  Lastly,  the  acceleration 
of  the  heart  and  some  other  symptoms  are  due  to  abnormal  activity 
of  the  thyroid  secretory  cells-  It  is  possible  that  the  cerebral  sjTDp- 
toms  may  arise  from  the  thyroid  gland  through  the  action  of  iodoform 
on  it,  but  this  has  not  been  demonstrated. 

The  intensely  disagreeable  odor  of  iodoform  and  its  toxicity  have 
led  to  the  introduction  of  numerous  substitutes.  None  of  these  seem 
to  be  very  poisonous,  and  in  most  of  them  the  iodine  of  the  molecule 
is  not  liberated  in  the  wound  or  tissues.  It  is  of  course  impossible  to 
State  how  far  they  are  capable  of  replacing  iodoform,  as  long  as  their 
exact  action  in  wounds  is  unknown. 

The  firat  of  these  substitutes  was  iodol  or  tetraiodpjTTol  (CJ*NH),  which 
has  no  odor  or  taste,  is  insoluble  in  water,  but  ia  absorbed  from  mucous  sur- 
faces and  from  wounda.  It  is  decomposed  in  the  tissues,  and  leads  to  the  ex- 
cretion of  iodides  in  the  urine,  and  in  very  large  doses  gives  rise  to  symptoms 
in  animals  resembling  those  produced  by  iodoform.  OlJiers  are  aristol  or 
dithjrmol-diiodide  (CtHiCHX^HrOI)!,  and  the  potaasium,  sodium,  mercury^ 
and  zinc  salts  of  soziodolic  acid  (C«H|I|HOSO)OH).  Iodine  compounda  of 
phenoUpbthalein  are  known  by  the  trade  nam^  of  w^phen^  antiTUftinej  and 
wdoxin^,  Triiodocreso]  in  known  aia  htophan,  while  euTophen  is  a  more  complete 
flombtnatton  of  cresol  and  iodine;  lorelin  and  viofonn  are  derivatives  of  qUino- 
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fiat  ooDtaining  iodine.  (See  also  under  Bismuth  and  Alum.)  These  later  "sub- 
Atiiutea"  for  iodoform  differ  entirely  from  it  and  from  iodol  in  the  fact  that  iodine 
k  Bot  liberated  by  the  tissues;  what  value  thoy  possess  is  probably  due  to  their 
acting  aa  absorbent  powders,  and  precipitated  chalk  would  presumably  be  aa 
flAdent. 

lodoforaimii  (U.  S.  P.,  B.  P.).  iodoform  (CHI|),  forais  small,  lemon-colored 
crystaU,  posaesstng  a  very  penetrating,  peraistent,  and  disagreeable  odor  and 
ihMtGt  practicalb'  lusolubte  in  water,  soluble  in  alcohol,  ether,  fixed  oils,  glycerin, 
etr.  0,25  G,  (4  grg.);  B.  P,,  J-3  grs.  in  pilla  or  capsules. 

Unotibntum  Iodofohui  (U.  S.  P.,  B*  P,),  contains  10  per  cent  iodoform, 

Thymaiis  lodidum  (U.  S.  Aristol  CC.H,CH,-CiIIi'OI),,  a  yellowish- 
l^rijwn  powder;  tasteless ^  odorlesSj  insoluble  in  water. 

I  odd,  Ctlt'NH,  a  light  grayish-brown  cr>'stalline  powder,  taateleas,  odorlesBj 
irittoliilile  in  water.    Dose,  0.25  G.  {4  grs.). 

Therapeutit  Uses,— Iodoform  has  been  used  to  a  very  limited  extent 
iiiternally  in  the  treatment  of  £}^hilis.  and  as  an  intestinal  disinfectant. 
It  13  chiefly  employed  in  surgical  treatment  as  an  application  to  wounds, 
akin  diseases  and  bums.  In  granulating  surfaces  with  a  profuse  secretion, 
nnd  in  slowly  healing  abscess  cavities,  it  seems  to  be  especially  valuable. 
It  may  be  applied  as  a  dusting  powder,  as  an  ointment,  or  In  gauze 
or  bandages  saturated  with  it,  It  has  been  shown  that  it  has  very  weak 
antiseptic  properties,  and  many  surgeons  take  the  precaution  of  dis- 
infecting the  powder  before  applying  it,  and  use  it  for  its  effect  on  the 
tissues  of  the  wound  and  not  for  its  effects  on  the  germs.  Applied  in 
ordinary  quantity  to  small  surfaces  it  seems  to  be  a  perfectly  safe 
remedy^  cases  of  poisoning  occurring  only  w  hen  large  cavities  are  plugged 
with  it,  or  when  it  is  applied  to  very  large  absorbent  surfaces. 

Iodoform  has  been  credited  with  some  specific  action  in  tubercular 
disease,  but  has  proved  ahnost  inert  toward  the  bacillus.  The  favor- 
able results  ID  the  local  treatment  of  tubercular  abscesses,  laryngeal 
ulcers  and  similar  conditions  may  with  greater  probability  be  attributed 
to  lis  action  on  the  granulation  tissue.  In  syphilitic  ulcers  and  chancres, 
iodoform  has  been  used  very  largely  and  witli  good  effects. 

Iodol  may  be  used  as  a  substitute  for  iodoform,  and  is  applied  in 
the  same  way. 
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n.  Antiseptics  Used  Chiefly  in  Skin  Diseases. 
1,  Pyrogallol, 

Pyrogallol,  C»Hj(OH)j  the  only  trioxybenzol  that  has  been  largely 
usedj  produces  nervous  sjTaptoms  resembling  those  of  carbolic  acid,  when 
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given  in  very  large  doses  to  animals.  In  the  cases  of  poisoning  which 
have  been  observer!  in  man,  the  symptoms  arose  almost  exclusively 
from  changes  in  the  blood  corpuscles.  The  red-blood  cells  become 
shrunken  and  angular  and  lose  most  of  their  hemoglobin,  which  escapes 
into  tlie  plasma  and  is  changed  into  methfemoglobin;  the  blood  there- 
fore assumes  a  chocolate-brown  color,  which  may  be  detected  in  the 
living  animal  by  the  discoloration  of  the  skin  and  mucous  membranes. 
If  the  intoxication  is  not  too  acute,  icterus  follows,  and  hemoglobin 
and  methiemoglobin  are  excreted  in  the  urine.  In  the  blood*  fragments 
af  red  cells  and  "shadows,"  or  red  cells  deprived  of  their  coloring  matter, 
are  seen  in  large  numbers^  and  the  spectrum  of  methjemoglobin  can  be 
obtained  easily.  The  kidneys  are  also  affected,  and  the  resulting  neph- 
ritis is  indicated  by  the  presence  in  the  urine  of  albumin,  epithelium 
and  castSt  along  with  the  products  of  the  decomposition  of  the  blood. 
The  nephritis  may  lead  to  uremic  convulsions,  which  are  sometimes 
accompanied  by  the  nervous  tremors  characteristic  of  this  series,  and 
also  by  dyspnoea  and  cyanosis  from  tlie  lack  of  haemoglobin  in  the  blood. 
The  formation  of  metha-moglobin  is  due  to  the  reducing  properties  of 
the  drug.  Pyogallol  is  excreted  in  part  in  combination  with  sulphuric 
acid  in  the  urine,  in  part  as  unknown  oxidized  products,  which  give 
the  urine  a  dark  brown  or  black  color,  even  when  no  blood  pigments 
are  contained  in  it. 

The  skin  is  dyed  brown  when  pyrogallol  is  applied  to  it,  from  the 
products  of  oxidation  formed. 

Pyrogallol  (U.  S.  P.),  pjTogaLtlc  acid  (CiH,(OH>t,  lights  colorless  cr>*&tala 
or  laminse  wheo  freshly  prepared,  which  rapidly  assume  a  darker  color  on 
exposure  to  light  and  air.  It  is  very  soluble  in  w&ier  and  reduces  the  s&lta 
of  the  he&,vy  meUU  even  in  the  ©old.   It  is  used  only  externally. 

Pyrogallol  is  used  in  the  treatment  of  several  forms  of  skin  disease, 
especially  in  psoriasis,  in  which  it  is  applied  in  ointment  (5-20  per 
cent.)-  It  is  dangerous  to  apply  it  to  ver>*  large  surfaces,  however, 
and  many  authorities  therefore  advise  the  use  of  chrysarobin  in  its 
stead-  Pyrogallol  ought  never  to  be  used  internally.  Its  curative 
action  in  skin  diseases  may  be  due  to  its  slight  irritant  and  antiseptic 
properties,  but  is  referred  by  some  to  its  reducing  action. 
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2,  Chhysahobin- 

Chry  sarobin  is  a  mixture  in  varying  proportions  of  neutral  bodies 
which  are  closely  related  to  the  active  principles  of  the  anthracene 
purgatives.  It  is  found  in  an  impure  form  (Goa  powder)  In  cavities  in 
the  Andira  or  Vcuacapoua  araroba,  a  tree  growing  in  India  and  Brazil. 
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Chrysarobin  applied  to  the  skin  in  a  concentrated  form,  or  in  susceptible 
persons,  causes  itching,  redness  and  swellings  less  frequently  papular  or 
pustular  eruptions;  the  skin  and  clothing  are  staiued  a  reddish-brown 
color  where  it  is  applied.  When  swallowed,  chrysarobin  acts  as  a  gastro- 
intestinal irritant,  causing  vomiting  and  purging;  some  of  it  is  absorbed, 
and  in  its  excretion  by  the  kidneys  it  causes  in  the  rabbit  nephritis 
with  albumin  and  even  blood  in  the  urine.  In  man,  slight  albuminuria 
has  been  observed  in  some  instances  after  its  application  to  the  skin; 
in  animals  tJie  epithelium  of  the  renal  tubules  has  been  found  to  be 
necrosed,  the  glomeruli  being  less  frequently  affected.  Part  of  that 
absorbed  undergoes  oxidation  to  chrysophanic  acid  in  the  body*  but 
most  of  it  passes  through  the  tissues  unclianged. 

CkrysarobimiVi  (TJ.  S.  P.,  B.  P.),  a  substance  obtained  from  Gi>a  powder, 
which  is  found  in  the  trunk  of  Andira  araroba  (Vouacapoun  araroba,  U.  8.  P.). 
Vnguentum  Chry&arobini  (B-  PJ,  4  per  cent.  (U.  S.  P,),  6  per  cent- 

Chrysarobin  is  used  in  skin  diseases,  especially  in  psoriasis,  in  which 
it  is  applied  in  ointment.  Its  effects*  like  those  of  pyrogalloh  have 
been  ascribed  to  its  reducing  action.  Chrysophanic  acid  might  be 
used  also  for  this  purpose  were  its  isolation  not  attended  with  such 
expense.  Some  confusion  has  arisen  from  chrysarobin  having  been  at 
first  supposed  to  be  chrysophanic  acid. 

3.  Naphthol. 

The  uaphthols,  C10H7OH,  resemble  carbohc  acid  in  tlieir  antiseptic 
action  but  are  much  less  soluble  and  less  corrosive.  Alpha-naphthol 
has  been  found  to  be  more  strongly  antiseptic  than  the  beta  compound, 
and  may  be  more  poisonous,  as  is  generally  stated,  but  no  satisfactory 
investigation  has  appeared  regarding  this  point.  Beta-naphthol  is 
several  times  as  strongly  germicidal  as  carbolic  acid,  and  is  the  form 
used  in  therapeutics. 

The  uaphthols  are  irritating  to  the  muctHis  membranes  when  they 
come  in  contact  with  them  in  solution  or  in  vapor;  thus  they  cause 
sneeying  and  coughing  when  applied  to  the  respiratory  passages,  and 
in  the  course  of  excretion  induce  pain  in  the  bladder  atwi  urethra  with 
strangury  and  swelling  of  the  mucous  membrane.  Large  doses  induce 
symptoms  similar  to  those  of  carbolic  acid  poisoning,  except  that 
in  the  dog  no  convulsions  have  been  observed,  and  in  the  other 
mammals  they  seem  less  pronounced.  Injected  subcutaneously  or 
absorbed  from  the  alimentary  canal  in  animals,  they  induce  acute 
nephritis  with  the  appearance  of  albunun  and  hemoglobin  in  the 
urine,  and  some  nephritis  has  been  caused  in  man  from  their  external 
application.  They  seem  to  have  less  efTect  on  the  circulation  and 
respiration  tlian  the  other  aromatic  antiseptics,  but  resemble  them  In 
tending  to  destroy  the  red  cells  of  the  blood. 

Occasionally  naphtliol  has  given  rise  to  imperfect  sight  and  partial 
retinal  degeneration  in  man,  and  changes  in  the  eye  have  been  observed 
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re[>eatedly  in  experiments  on  animals  in  which  naphthol  was  absorbed. 
The  retina  is  seen  to  be  dotted  over  with  bright  points  or  to  contain 
large  yellow  plaques.  Atrophy  of  the  optic  nerve  may  follow  or  sub- 
retinal  effusioD,  and  cataract  has  been  developed  in  some  experiments, 
from  an  inflammatory  infiltration  beginning  in  the  ciliary  body  and 
iris  and  ertending  into  the  lens  and  finally  into  th^  posterior  surface 
of  the  cornea.  While  the  ocular  effects  in  man  have  never  reached  this 
intensity,  Hoeve  has  observed  some  defects  of  vision  induced  by  the 
use  of  naphthol  internall^^  or  externally,  and  cautions  against  its  pro- 
longed use. 

The  naphthoic  are  excreted  in  the  urine  in  combination  with  glyeuronic 
and  sulphuric  acids,  and  these  combinations  and  their  oxidized  products 
give  the  urine  a  reddish-brown  color  which  may  become  deeper  on 
exposure  to  the  air. 

Naphthalin,  Ci»Ha,  the  hydrocarbon  from  which  naphthol  ig  derived,  is  Icm 
soluble  and  does  not  give  rise  to  acute  symptoms  in  animals,  but  after  pro- 
longed treatment  with  it  animab  suffer  from  diarrhoea  and  nephritis,  with 
albumin  and  casts  in  the  urine.  The  same  change  in  the  retina  are  induced 
by  naphthalin  as  by  the  naphth^b.  The  antiseptic  value  of  naphlhaiin  is  small, 
but  it  is  oxidized  to  naphthols  in  the  ttsaues  and  these  acquire  a  toxic  action^ 
It  is  excreted  in  the  urine  as  naphthol  and  further  oxidation  products,  in  com- 
bination ^th  glycuronic  and  sulphuric  acid. 

BBTAN\paTH0L  (U.  S.  P.),  NjtPHTHOL  (B.  P.),  Beta-naphtol  (C,*H,OH), 
white  or  yellon-iah-whitc,  insoluble  crystals  or  powder,  with  a  faint  phenol 
odor  and  a  hot  tast«.  0.25  G,  (4  grs,)  B,  P.,  3-10  gra. 

Therapeatic  Uses. — Beta-naphthol  was  at  first  introduced  as  an  external 

apphcation  in  various  forms  of  skin  disease,  in  which  it  is  used  in  ointment 
(5-10  per  cent.),  Naphtbalin  was  also  employed  in  the  same  way,  but 
has  not  proved  so  popular.  Beta-naphthol  has  also  been  given  internally 
aa  an  intestinal  disinfectant,  but  has  not  been  efficacious.  It  has  been 
employed  as  an  anthelmintic  to  -a  limited  extent,  and  apparently  with 
some  success,  though  it  has  not  proved  so  reliable  as  some  of  the  older 
drugs  used  for  this  purpose;  it  may  be  prescribed  as  a  powder  or  in 
capsules.  Naphtbalin  and  naphthol  ought  to  be  avoided  in  irritation  of 
the  kidneys,  bladder  or  urethra, 
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4.  Resorcin. 

The  three  dioxybentols — r^aorcin*  pyrocatechin  and  hydroquinone — resetn* 
ble  carbohc  acid  in  their  effects^  but  produce  a  more  intense  stimulation 
of  the  central  nen'ous  system,  for  convulsions  have  been  obscned  in  man 
after  their  use.    This  la  especially  true  for  the  laiit  two,  resorciit  being  much 
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less  toxic  than  these.  Reaorcin  Heema  to  be  equally  or  more  strongly  anti- 
septic than  phenol,  and  is  aomewhat  lesa  poifionous,  while  the  others  are 
more  dangerous;  it  is  less  irritant  and  caustic  than  carbolic  acid.  All  three 
dioxybeiizois  are  excreted  in  the  urine  in  combination  with  sulphuric  and 
glycuronic  acids.  They  are  in  part  subjected  to  further  oxidation,  leading  to 
coloratton  of  the  urine  etmilar  to  that  seen  in  carbolic  acid  poisoning. 

Hcsorcinol  (U.  S.  P.)  Resorcinum  (B.  P.),  reaorcin,  inetadiox>'benzol  (CsHi- 
(OHi)),  colark'33,  very  soluble  crystals,  with  a  faint  aromatic  odor  0.125  G* 
(2gra.)iB.  P.  1-5  gra. 

Resorcin  has  been  applied  in  ointment  (5-10  per  cent.)  in  skin  diseasea,  and 
has  been  injected  in  cyatitia  and  gonorrhfBa  in  solution  (1-3  per  cent.)^  but  in 
both  caaea  la  liable  to  produce  irritation  and  pain.  As  an  internal  remedy  it 
was  formerly  used  ati  antipyretic  and  as  an  intestinal  disinfectant  but  has 
fallen  into  complete  disuse, 
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5.  Tae, 

lx>ng  before  cnrbolic  acid  and  its  congeners  were  known,  tars  and  other 
crude  preparations  enjoyed  a  reputation  in  the  treatment  of  wounds, 
and  some  of  these  have  been  retained  in  medicine  and  are  widely  used. 
Among  these  the  tar  obtained  by  the  dry  distillation  of  different  woods 
is  included;  its  constituents  varv  with  the  source,  but  the  creosols 
(CJIsCPIa.OH  .OCHi).  guaiacols  (GH.OH.OCHa),  and  other  less  poison- 
ous aromatic  compounds  are  present  in  larger  quantity  than  the  phenols 
and  dioxybenzob,  and  wootl-tar  is  therefore  less  poisonous  than  carbolic 
acid,  and  its  simpler  homologues.  At  the  same  time  these  higher  com- 
binations seem  to  have  the  same  antiseptic  powers  as  the  simpler 
benzol  derivatives,  so  that  several  of  the  crude  preparations  possess 
considerable  value  in  surgery  and  medicine. 

Preparations. 

Ptx  Liquida  (U.  S.  P.^  B»  P.),  tar,  is  obtained  from  the  wood  of  Pinus  paluB- 
tria  and  other  species  of  Pinus  by  destructive  diatiUalion,  and  contains  a  very 
large  number  of  aromatic  bodies  mwed  with  others  of  lesB  importance. 

Oleum  PiW*  Liquiik^  Redificatum  (U.  S.  P.),  oil  of  tar,  is  a  volatile  fluid 
distilled  from  tar,  and  consists  almost  entirely  of  guaiacols  and  their  com- 
pounds.   0.2  mib  (3  mins.l. 

Syrupu4  PiciA  Liquids  (U,  S,  P.),  syrup  of  tar,  4  mils  (Ifl,  dr). 

ifjiguerUum  Picis  Liquidm  (U.  S,  P.,  B.  P.),  50  per  cent. 

Tar  has  been  used  witli  considerable  success  as  an  antiseptic  in  skin 
diseases,  in  which  it  nmy  he  applied  either  alone  or  as  an  ointment. 
It  is  only  slightly  irritating  to  the  skiti,  and  some  absorption  occurs, 
as  is  often  seen  by  the  dark  color  of  tlie  urine.  Internally  it  has  been 
used  occasionally  as  an  anthelmintic  and  intestinal  disinfectant,  much 
more  frequently  as  an  "expectorant*'  in  cough  mixtures.  Whether 
it  has  any  effects  on  the  lungs  in  these  cases  may  be  questioned.  It  is 
generally  given  as  the  syrup. 
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Tar  is  a  valuable  disinfectant,  which  13  very  generally  available 
and  is  much  cheaper  than  the  purer  borliea  of  the  aromatic  series.  It 
may  be  used  for  the  disinfection  of  excrementat  latrines,  etc.^  where 
the  cost  of  even  crude  carbolic  acid  would  be  prohibitive. 

Bibliography. 

ffmeki  u.  Si^tr.   Areh.  f.  erp.  Path.  u.  Ph&rEn.«  xnOi,  p*  1. 
Str&m.    Arch,  d.  Phannftcie,  ocjntivii,  p. 

Ichth^ol  13  derived  from  the  tar  of  a  bitiiminotia  shale  which  is  found  in  the 
Tyrol,  and  which  contains  the  remains  of  many  fossil  fishea.  It  haa  a  high 
percentage  of  sulphur,  and  possesses  some  antiseptic  action,  although  it  ia 
believed  to  l>e  \gss  powerful  than  carbolic  acid.  ApplM  to  the  skin,  ichthyol 
cauaos  slight  irritation,  which  is  apparently  of  benefit  in  some  cutaneous  diseases, 
and  it  has  therefore  been  used  extensively  for  this  acliou,  A  certain  amount 
of  absorption  occurs  when  it  la  rubbed  into  the  skin,  for  the  sulphur  of  the  urine 
has  been  found  to  be  augmented.  Taken  internally  in  large  quantities,  it  acts 
as  a  gaatric  and  intestinal  irritant  and  produces  dmrrhcea^  but  it  is  only  very 
feebly  poisonous. 

Ichtbyol  hsa  beeo  strongly  recommended  in  the  treatment  of  a  number  of 
skm  diseases,  including  cr^'sipelas.  It  is  generally  used  as  an  ointment  con- 
taining equal  parts  of  ichthyol  and  petrolate,  but  may  be  used  in  10  per  cent, 
or  even  weaker  dilution.  Ichthyol  has  been  enthusiastically  praised  as  a  remedy 
in  the  most  diverse  conditions,  but  its  sphere  of  utility  has  been  much  restricted 
of  late,  and  it  threatens  to  disappear  from  therapeutics  altogether. 

Many  other  drugs  applied  to  the  skin  may  exercise  some  germicidal 
action  along  with  their  other  properties,  but  arc  discussed  elsewhere. 
(See  zinCj  lead^  sulphur  ointments,) 

m.  Intestinal  Disinfectants. 
Salol. 

Salol,  or  phenyl-salicylate  (CbH4  OH  COO  CeHa),  may  be  taken  as  a  type 
of  the  drugs  used  to  disinfect  the  intestine^  or  at  any  rate  to  retard  the 
growth  of  bacteria  in  the  contents  and  the  wall  of  the  boweh  It  is  a 
very  insoluble,  crystalline  body,  which  has  little  or  no  local  action 
in  the  mouth  or  stomach,  but  is  decomposed  in  the  intestine  by  the 
fat-aplitting  ferment  of  the  pancreatic  juice.  Some  decomposition  also 
appears  to  occur  in  the  stomach,  at  any  rate  under  certain  conditions. 
The  products  of  its  decomposition,  salicylic  and  carbolic  acids,  are 
supposed  to  act  as  antiseptics  in  the  bowel  and  are  then  absorbed 
and  produce  their  usual  effects.  Salol  is  regarded  chiefly  as  a  sub- 
stitute for  salicylic  acid,  but  the  formation  of  phenol  from  it  in  the 
body  must  not  be  overlooked,  for  in  several  cases  of  dangerous  poisoning 
which  have  been  observed  under  it,  the  sy  mptoms  were  those  character- 
istic of  carbolic  acid,  and  the  urine  became  dark  in  color  from  the 
phenol  oxidation  products.  In  moderate  quantities,  salol  produces 
the  disturbances  of  hearing  observed  under  salicylic  add,  without  any 
symptoms  of  carbolic  poisoning. 
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Other  salicylic  acid  compounds,  similar  to  salol,  are  hetol  or  naphthalol 
(the  beta-naphthol  salicylate),  cresaiol  (cresol  salicylate),  thyimsalol 
(from  thymol),  guaiacolsaloL  They  are  less  poisonous  than  salol,  but 
bave  not  been  largely  used, 

Salol  (B.  P.),  Phentlis  Salictlab  (U.  S.  P.),  phenyl  salicylate  (CeH*- 
OHOOOCtH*),  a  while  crystalline  powder,  odorlesa  or  faintly  aromatic,  almost 
tasteless,  almost  infioliible  in  water,  decomposed  by  the  pancreatic  juice  into 
salicylic  acid  and  phenol.  0.3  G.  (5  grs  );  B.  P.,  S-SW  grs,,  in  powder  or 
capsule. 

Salol  has  been  used  to  lessen  putrefaction  in  the  bowel,  and  even 
to  act  upon  the  bacilli  of  typhoid  fever  and  of  tubercle  infecting  the 
intestinal  walL  Kumagawa,  however^  states  that  the  putrefaction 
in  the  bowel  as  measured  by  the  indican  in  the  urine  is  unchangetl  by 
its  administration,  and  he  found  enormous  numbers  of  bacteria  in  the 
fseces  afterward.  It  certainly  seems  of  little  value  in  typhoid  fever 
or  in  tuberculosis  of  the  intestine.  Intestinal  calculi  have  been  formed 
in  a  few  instances  from  prolonged  treatment  with  salol,  which  failed 
to  be  decomposed  in  the  intestine  and  formed  masses  of  considerable 
size. 

Salol  has  been  used  to  diagnose  stenosis  of  the  pyloriia,  as  it  was  supposed 
that  in  these  cases  the  reaction  of  salicylic  acid  in  the  tirine  would  be  delayed 
when  salol  was  given.  But  some  salol  is  absorbed  from  the  stomach,  and  the 
interval  before  salicylic  acid  appears  in  the  urine  varies  widely  in  normal  per- 
sons, so  that  the  test  is  of  little  value. 

Salol  has  some  value  as  a  genito-urinaiy  disinfectant,  partly  owing  to  the 
aahcylic  acid  component  and  partly  to  the  phenol,  developed. 

It  is  used  as  a  subalitute  for  salicylic  acid  in  rheumatic  fever,  and  has  the 
advantage  of  being  tasteless  and  of  producing  no  irritation  in  the  stomach. 
On  the  other  hand,  the  considerable  amount  of  carbolic  acid  freed  by  [is  decom- 
position haa  given  rise  to  poiaoaine  in  some  cases.  Externally  it  is  of  little 
or  DO  vaJue  as  an  antiseptic,  as  it  is  only  active  when  decomposed  by  the  microbes 
which  it  is  designed  to  destroy. 
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Other  Intestinal  Disinfectants. 

Most  of  the  drugs  possessing  disinfectant  properties  have  been  used 
at  one  time  or  anoliier  in  the  hope  of  reducing  the  intestinal  putrefaction, 
but  have  generally  been  abandoned  after  a  shorter  or  longer  vogue. 
Among  these  may  be  mentioned  carbolic  acid,  corrosive  sublimate, 
resorcin,  naphthol  and  thymol.  As  has  been  stated  (p.  131),  there  is 
little  prospect  of  destroying  bacteria  imbedded  in  the  wall  of  the  intestine 
without  serious  injury  to  the  mucous  membrane.  On  the  other  hand 
putrefaction  of  the  contents  of  the  bowel  is  better  treated  by  their 
evacuation  than  by  attempts  to  retard  the  process  in  the  body. 
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17.  Genito-uriiutry  Antiseptics. 

1.  Volatile  Ons, 

A  group  of  volatile  oils  is  used  chiefly  for  genito-urinary  disinfection. 
The  best  known  of  these  are  the  Oils  of  Copaiba^  Cubebs  and  SandaLwoodj 
which  resemble  each  other  closely  in  character.  Oil  of  cubeba  and 
oil  of  copaiba  contain  a  large  proportion  of  sesquiterpene  (CnHn)! 
and  the  oil  of  sandalwoood  has  two  oxidized  substances  (santalol  and 
santalal),  which  can  be  reduced  to  a  sesquiterpene  identica)  with  that 
of  copaiba.  In  copaiba  the  volatile  oil  is  associated  with  one  or  ciore 
resinous  acids,  and  in  cubebs  there  is  in  addition  to  resinous  acids  a 
bitter  substance,  Cubebin,  which  is  not  absorbed  from  the  stomach  and 
bowel  t  hoAvever,  and  is  entirely  inactive.  Cubeba  and  copaiba  have 
long  been  used  as  genito-urinarj''  disinfectants,  while  sandalwood  oil 
is  a  more  recent  addition  to  the  group,  which  is  less  disagreeable  to 
take  and  has  less  tendency  to  disturb  the  disgestion.  These  oils  have 
the  irritant  effects  on  the  skin,  stomach  and  intestine  common  to  the 
dass  of  volatile  oils  (p.  61),  are  absorbed  readily  and  are  excreted 
partly  by  the  lungs,  but  chiefly  by  the  kidneys  in  combination  with 
glycuronic  acid;  some  oil  is  unchanged,  some  is  partially  cxidizefl  in 
the  tissues. 

The  protiucts  of  the  oils  excreted  in  the  urine  appear  to  have  some 
antiseptic  action,  for  the  urine  of  persons  treated  with  them  putrefies 
D3ore  slowly  than  ordinary  urine  and  the  growth  of  many  of  the  more 
common  germs  is  retartied  by  it;  thus  Jordan  found  that  the  urine  wag 
powerfully  germicidal  to  a  staphylococcus  after  sandalwood  oil  had 
been  taken,  and  this  action  persiste^l  even  when  the  urine  was  rendered 
alkaline;  on  the  other  hand  the  colon  bacillus  grew  luxuriantly;  others 
have  found  the  gonococcus  grow  readily  in  media  made  up  with  such 
orine.  Winternitz  therefore  attributes  the  undoubted  efficacy  of  these 
oils  in  gonorrhoea  to  their  lessening  the  inflammatory  exudate  rather 
than  to  their  antiseptic  action,  without  denying  that  the  latter  may 
also  be  of  some  importance. 

In  targe  quantities,  these  oils  cause  irritation  in  the  bladder  and 
urethra,  which  leads  to  a  constant  desire  to  micturate,  and  to  much 
pain  and  difficulty  in  doing  so;  sometimes  the  pain  is  so  great  as 
to  lead  to  complete  retention.  When  the  urethra  or  bladder  is  in 
a  state  of  inflammation,  these  sjTuptoms  are  produced  by  even  small 
doses,  so  that  these  oils  are  generally  avoided  in  the  acute  stages  of 
inflammation,  and  only  given  later  when  the  disease  has  passed  into 
the  subacute  or  chronic  stage.  They  are  used  in  some  inflammatory 
affections  of  the  bladder,  but  much  more  extensively  in  gonorrhoea. 

Copaiba  and  cubebs  both  contain  resinous  acids  in  addition  to  the 
volatile  oU,  and  these  possess  considerable  diuretic  powers,  and  are 
also  credited,  along  with  the  oils,  with  some  action  on  the  bronchial 
mucous  membrane,  so  that  they  often  form  constituents  of  ''expec- 
torant" mixtures,  prescribed  to  lessen  the  secretion  of  the  bronchi, 
31 
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These  resins  are  excreted  in  the  urine,  and  are  precipitated  by  the 
addition  of  acids;  this  precipitate  has  sometimes  been  mistaken  for 
albumin,  but  can  easily  be  distinguishetl  frucn  it  by  the  addition  of 
alcoholj  which  redissolves  the  resin  but  not  the  protein.  The  urine  13 
often  found  to  reduce  Fehling3  solution  from  the  glycuronic  acid 
combined  ^"ith  the  oiL  The  oil  of  sandalwood  is  excreted  more  rapidly 
than  the  others.  Copaiba  and  cubebs  are  less  irritant  to  the  stomach 
than  many  of  the  other  volatile  oils,  but  after  their  prolonged  adminis- 
tration (especially  in  the  case  of  copaiba]  symptoms  of  gastric  dis- 
turbance sometimes  appear  in  loss  of  appetite  and  uneasiness  in  the 
stomach.  Santlalvroocl  oil  is  said  to  be  less  irritant  than  the  others. 
Occasionally  skin  eruptions  occur  after  the  use  of  these  oils;  they  are 
generally  of  the  nature  of  urticaria,  sometimes  of  erythema  nodosum^ 
and  only  very  rarely  is  eczema  seen.  The  cause  of  these  skin  eruptions 
is  unknown,  but  they  may  be  due  to  the  gastric  disturbance. 

Preparations. 

Copaiba  <U.  S.  P.,  B.  Balsam  of  Copaiba^  Copaiva,  the  oleoreahi  of 
Copaiba  Langadorffii  and  of  other  species  of  Copaifera.  Dose,  1  mil  (15  mina.}; 
B.  P.,  i-1  fl,  dr. 

Oleum  CopaiBjB  (B.  P.),  the  oil  freed  from  the  resin  by  distillation^  5-20 

Cuboba  (U,  S.  P.),  CubebBB  Fructus  (B.  P,),  Cubeba,  the  unripe  fruit  of 
Piper  Cubeba.    1  G.  (15  ers.V 
Oleum  Cubeb.e  (U,  S.  P,,     P.)*  0,5  mil  fS  mins.);  B.  P.^  5-20  mina. 
Oleorbsina  CuBEB.t;  (U.  S.  P,),  0.5  G.  (8  grs,), 
Trochisci  C^iheixB  (U.  S.  P,). 

Oleum  Santali  (U.  3.  P.,  B.  P.),  Sandalwood  oil«  distilled  from  the  wood 
of  Santalura  album.   Doae^  0.5  mil  (8  mins.);  B.  P..  5-30  mins. 

SantcUol  and  snnfalal  und  some  of  their  compounds  have  been  introduced  as 
gonosan  and  saniyl  (santalo!  salicylate),  etc. 

Ther&peutic  Uses. — As  has  been  mentioned,  these  drujfs  find  their 
most  extensive  application  in  the  subacute  stages  of  cystitis  and  gonor- 
rhoea. They  are  also  used  in  bronchial  disease  with  an  excessive  flow 
of  mucopurulent  secretion:  less  often  copaiba  is  prescribed  along 
with  other  diuretics  to  promote  the  fiecretion  of  urine.  The  cuheb 
lozenges  are  sucked  in  hoarseness  and  relaxetl  sore  throat,  and  often 
give  reUef  ow  ing  to  the  pungent  peppery  action. 

In  gonorrlicea  the  therapeutic  agent  is  undoubtedly  the  volatile  oil, 
the  resin  having  little  or  no  antiseptic  action.  The  oils  and  the  oleo- 
resins  are  often  administered  in  capsules,  as  they  have  an  unpleasant 
odor  and  taste,  especially  those  of  copaiba.  They  may  also  be  given 
as  emulsions,  and  cubebs  is  sometlaies  prescribed  as  a  powder  suspended 
in  mucilage. 

Several  other  oils  have  been  used  as  substitutes  for  CopaEba  and  Cubebs. 
Among  these  may  be  meutioned  Gurjun  Balaam,  which  is  obtained  from  Dip- 
terocarpua  alatna.  and  contains  a  sesquiterpene  and  a  reain.  It  has  been  used 
in  gonorrhcea  and  as  a  local  application  in  leprosy.  Various  peppers  have 
been  eniployed  as  subatitutea  for  cubeba  in  gonorrhcea^  among  them  Maiico, 
but  they  have  not  proved  so  useful  as  the  three  typical  oils. 


ANTISEPTICS  AND  DISINFECTANTS 


163 


BlBUOGRAPHT. 


B^natiik.   VierieljjitinchHft  f.  pnkt.  Hetlkund^,  Ixxxf.  p.  0»  And  c,  p.  23W. 
Quincke,  Arch,  f,  ced,  Puih.  u.  Pbarm,,  xvii,  p,  27$. 
Heffirr.   Ibid.,  jiiv,  p.  Sflfl. 
tTtniemif*.    Ibid.,  xtr.  p.  163. 
Kan>.    Ibid,,  xlvi,  p.  242. 

Bildehrandt.    Ztsrhr.  f.  physinl.  Chetn.,  xxcvi,  p.  442. 

SofAj.   Wiener,  klin.  Woch.,  iv.  p.  442. 

Jordan,    Brit.  Med.  Journ..  1913.  ii.  p.  648. 

9e«  bIki  the  bibliography  of  the  Tolatile  aUs  in  geoetnl. 


t^0rotropine,  or  hexamethylentetramine  {  (CHi)6N4),  has  no  important 
^Mlon  itself,  but  is  of  interest  from  its  liberating  formaldehyde  in 
the  course  of  its  excretion  in  the  urine;  formaldehyde  is  a  powerful  dis- 
infectant, and  the  small  quantities  liberated  from  urotropine  are  sufficient 
to  prevent  putrefaction  of  the  urine  for  many  hours,  ft  seems  superior 
to  any  other  urinary  antiseptic,  mitrobes  in  the  urine  decreasing  in 
number  or  sometimes  disappearing  altogether  within  a  few  hours  of 
Its  administration.  Formaldehyde  is  formed  from  urotropin  only  in 
acid  urine,  and  if  the  urine  is  alkahne,  urotropine  has  no  disinfectant 
action  in  the  urinary  passages;  when,  however^  in  those  cases  the 
reaction  of  the  urine  is  rendered  acid  by  the  administration  of  acid 
phosphates,  formaldehyde  is  formed  from  urotropine  and  satisfactory 
results  follow%  Urotropine  is  readily  soluble  and  permeates  freely  into 
most  organs  and  secretions  of  the  body;  thtis  it  has  been  found  in  the 
bi!e»  pancreatic  juice  and  cerebrospinal  fluid,  and  this  has  suggested  its 
use  in  infections  of  tliese  fluids.  But  there  is  no  evidence  that  formal- 
dehyde is  liberated  from  it  anywhere  except  in  acid  urine,  and  there  is 
equally  little  ground  for  believing  that  urotropine  isof  benefit  in  infections 
of  the  gall-bladder,  pancreas,  or  central  nervous  s^'stem.  No  symptoms 
arise  from  ordinary  doses  of  urotropine,  but  large  quantities  have 
occasionally  given  rise  to  pain  and  discomfort  in  the  bladder,  and  more 
rarely  to  hsematuria;  the  irritant  here  rs  not  the  urotropine  itself  but 
the  formaldehyde  liberated  by  it.  Formaldehyde  forms  some  soluble 
combinations  with  uric  acid,  and  this  suggested  the  use  of  urotropine 
in  gravel,  calculus,  gout,  and  similar  conditions,  but  the  results  have 
been  disappointing. 

Hekamethitlenamina  (U.  S.  p.),  Hexamixa  (B.  P.),  UROTHomn 
{  (CHi)aN4),  is  a  white  crystalline  powder,  very  soluble  in  water  and 
gtxnng  ofT  formaldehyde  in  acid  solution.  Dose,  0.25  G.  (4  grs.),  5-15 
grs.,  B.  P.;  to  be  taken  in  a  glass  of  water, 

Urotropine  is  used  in  cystitis  and  urethritis  and  to  destroy  typhoid 
bacilli  in  cases  in  which  they  are  eliminated  by  the  kidney.  It  may 
also  be  g^ven  as  a  prophylactic  before  a  catheter  is  passed.  In  order 
to  secure  that  the  urine  shall  be  acid,  urotropine  is  often  given  along 
with  acid  sodium  phosphate. 

Numeroua  compounds  of  urotropine  have  been  introduced  of  late  years  by 
rival  manufacturers,  but  none  of  these  has  proved  superior  to  the  origina]  drug, 
and  uone  of  them  form  formaldehyde  in  alkahne  uriue. 


2.  HexamethtixntetraminEj  Urotropine. 
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3.  MiKOR  GEftfrro-uRiNARY  Antiseptics. 

The  salicylates  have  some  effect  in  retarding  the  growth  of  micro- 
organisms in  the  genito-urinary  tract  and  sodium  salicylate  and  salol 
(p.  159)  have  been  used  for  this  purpose.  Benzoic  acid  and  ammonium 
benssoate  are  also  used  to  disinfect  the  urine,  and,  as  in  the  case  of  sali- 
cylate, act  well  when  it  is  acid,  but  lose  their  effect  largely  when  it  is 
alkaline,  Arbutin,  a  glucoside  contained  in  the  uva  ursi,  is  also  credited 
with  some  antiseptic  properties,  but  is  less  used  now  than  formerly. 
Boric  acid  and  borax  are  both  good  genito-urinary  antiseptics  and 
differ  from  the  other  more  active  drugs  of  this  class  in  retaining  their 
disinfectant  action  when  the  urine  is  alkaline.  Finally  the  urine  is  a 
much  less  favorable  medium  for  bacterial  growth  when  it  is  acid,  and 
anything  which  promotes  the  acidity  (acid  phosphate  or  benssoic  acid), 
has  thus  some  antiseptic  value. 

V.  Antiseptics  in  Pulmonaiy  Disease. 

Creosote. 

Creosote  may  be  regarded  as  a  wood-tar  from  which  the  more  poisonr 
ous  phenols  and  the  leS3  volatile  bodies  have  been  eliminated,  leaving 
guaiacols  and  creosols  as  the  chief  constituents.  Its  action  is  similar 
to  that  of  carbolic  acid,  except  that  it  has  less  tendency  to  induce 
nervous  symptoms,  and  is  less  irritant  and  poisonous.  On  the  other 
hand,  it  seems  at  least  as  strongly  antiseptic  as  carbolic  acid,  and, 
according  to  some  investigators,  far  excels  it  as  a  germicide.  Its 
chief  constituents,  the  Creosoh  CCaHjCHaOH.OCHi)  and  Gyaiacols 
(C4H4OH.OCH3),  resemble  carbolic  acid  and  the  other  aromatic  phenols 
in  their  action.  They  are  excreted  in  the  urine  for  the  most  part  in  com- 
bination with  sulphuric  and  glycuronie  acids. 

Gvaiacol  is  readily  absorbed  from  the  skin  when  rubbed  into  it 
and  considerable  amounts  can  be  regained  from  the  urine  after^'ards* 
When  large  quantities  are  thus  taken  up  from  the  skin,  they  often 
cause  a  rapid  fall  of  fever  temperature  with  exhaustion  and  all  the 
sjTiiptoms  of  mild  collapse,  followed  by  shivering  and  rigor  and  a 
return  of  the  high  temperature.  This  condition  of  poisoning  is  exactly 
similar  to  tliat  seen  under  other  bcnxene  derivatives  of  simple  con- 
stitution. 

Guaiacol  carbonate  ( (CjHjO)iCOa)  is  almost  insoluble  and  tasteless, 
and  Uberates  guaiacol  in  the  intestine. 
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Preparations- 

CreoBotom  (U.  S.  P.,  B.  P.)  is  obtained  from  wood-tar,  preferably  from 
beech  tar,  and  is  an  almost  colorless,  oily  liquid  with  a  smoky  odor  and  hot, 
buraingj  acrid  taste.  It  la  slightly  soluble  in  water,  and  mixes  readily  with 
alcohoL  It  tends  to  darken  in  color  when  e5:posed  to  the  light.  0.25  mil  (4 
raios.);  1-5  mins.  B.  P. 

Aqua  Creosoii  (U,  S.  P.),  solutioa  of  creosote  in  water  1  per  cent.  10  mils. 
(2§  a.  dis.). 

UnffuerUxtm  Creosoii  (B.  P.),  10  per  cent. 

CreosoH  Corbonas  (U,  S.  P.),  a  mixture  of  the  carbonates  of  the  constituenta 
of  creosote,  chiefly  guaiacol  and  creoeol*  I  G,  (15  grs.). 

Creosote  may  be  adniiniatered  in  piUa,  capsules,  in  solution  in  alcohol  or 
cod-liver  oil,  or  as  a  mixture.  The  wine  of  creosote,  which  has  been  a  popular 
remedy,  contains  it  dissoh^ed  in  wine  along  with  some  brandy  and  tincture  of 
gentian.  It  ought  not  be  allowed  to  reach  the  mucous  membranes  in  a  con- 
centrated form^  as  it  is  hable  to  irritate  them. 

Guaiacol  (U,  P.,  B.  P.)  (C.H^.pH.OCH,),  colorless  crj'stala.  or  fluid  with  an 
agreeable  aromatic  odor^  soluble  in  SO  parts  of  water  and  in  alcohoU  Dose, 
0.5  mil  (S  mina.)  in  solution  in  alcohol  or  cod-liver  oil,  or  in  pillfi, 

Guaiacolis  Carbonas  OJ.  S.  P.,  B  P.)  (  (CtH70)iC0,),  an  ahnost  taateleat 
powder,  is  given  in  cachets  in  doses  of  1  G.  (15  grs.). 

Therapeutic  Uses. — Creosote  is  comparatively  seldom  used  except 
in  the  treatment  of  pulmonary  phthisis  and  gangrene,  and  chronic 
bronchial  inflammation.  It  is  generally  given  by  the  mouth  in  these 
cases,  but  has  also  been  injected  hypodermically  or  into  the  rectum; 
the  vapor  is  recommended  as  an  inhalation,  and  some  practitioners 
have  injected  creosote  solution  into  the  trachea,  in  order  to  ensure  its 
reaching  the  lungs.  None  of  these  methods  are  believed  to  give  such 
good  results  as  the  ordinan'  administration  by  the  mouth.  Guaiacol 
and  guaiacol  carbonate  have  recently  been  substituted  for  the  creosote 
and  are  more  pleasant  forms.  The  carbonate  has  also  been  employed 
as  an  intestinal  disinfectant. 

The  results  of  creosote  medication  are  still  disputed.  Many  clinician* 
state  that  a  general  improvement  follows  it  in  phthisical  patients, 
that  the  appetite  is  Improved,  the  cough  and  expectoration  lessened, 
and  that  the  patient  feels  stronger  and  better.  On  the  other  handj 
others  are  extremely  sceptical  as  to  any  benefits  arising  from  creosote, 
and  regard  it  as  merely  one  of  the  countless  remedies  which  have  been 
recommended  in  this  condition,  and  which,  after  a  shorter  or  longer 
period  of  popularity,  have  passed  into  oblivion. 

It  h  generally  supposed  by  the  advocates  of  tlie  creosote  treatment 
that  the  remedy  destroys  the  tubercle  bacillus  in  the  lungs  through  its 
*ntiseptic  properties.  On  the  other  hand,  animals  infected  ^"ith 
tubercle  and  treated  with  creosote  die  as  soon  as  controls  which  are 
untreated,  and  the  sputum  of  phthisical  patients  treated  with  creosote 
is  as  wulent  as  that  of  others  not  so  treated.  Besides,  the  adminis- 
tration of  creosote  by  other  ways  than  by  the  mouth  is  said  to  be  very 
much  less  efficacious.  Another  explanation  of  the  creosote  action  is 
that  it  acts  as  an  intestinal  antiseptic  and  prevents  the  secondary 
infection  of  the  bowel;  but  it  has  been  objected  to  this  that  the  other 
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intestinal  antiseptics  are  of  little  value  in  tuberculosis.  It  seems  use- 
less to  speculate  on  the  method  of  action  until  It  has  been  definitely 
determined  that  creosote  is  of  value  in  phthisis,  and  this  can  be  done 
only  by  careful  3tati3tical  inquiry.  The  medical  profession  seems  to 
have  much  less  faith  in  the  efficacy  of  the  creosote  treatment  than  it 
had  a  few  years  ago.  when  it  was  not  generally  recognized  that  pul- 
monary tuberculosis  is  curable  by  hygienic  measures  in  a  considerable 
proportion  of  instances, 

VI,  Disinfectants  for  Booms,  Funuturfi^  Etc. 

1.  Forma  LDEHiTE. 

Formaldehyde  (IICOH),  the  aldehyde  derived  by  oxidation  from 
metliyl  alcohol,  is  a  very  powerful  germicide,  while  it  is  not  ver\'  danjrer- 
ous  to  the  higher  animals.  The  aldehyde  is  a  colorless  gas  and  has  been 
used  either  in  solution  in  water  (formaltne)  or  as  a  vapor  As  a  germicide 
it  is  estimated  to  he  equally  efficient  with  corrosive  sublimate,  and  its 
volatility  enables  it  to  penetrate  much  more  rapidly  so  that  it  may  be 
used  for  purposes  for  which  the  latter  is  unsuitable. 

Action.— The  vapor  is  very  irritant  when  inhaled,  causing  stinging 
and  prickling  in  the  nose  and  throat,  salivation  and  tears,  and  bronchial 
irritation  and  catarrh.  In  the  few  cases  of  poisoning  in  man  recorded 
the  symptoms  were  those  of  gastric  irritation  and  consequent  collapse. 
When  swaHovved  by  animals  the  watery  solution  produces  nausea  and 
vonaiting,  which  are  followed  by  narcosis,  coma,  and  in  the  rabbit  by 
convulsions  and  opisthotonos.  The  respiration  in  the  dog  is  very  greatly 
accelerated  some  time  before  death,  while  in  the  rabbit  this  is  not  so 
marked  or  is  entirely  absent.  The  blood-pressure  is  increased  at  first, 
and  the  heart  is  slow  from  direct  action  on  the  cardiac  muscle,  For- 
maldeli,\'de  is  rapidly  absorbed  from  the  alimentary  tract  and  also  by 
the  lungs  but  quickly  disappears  from  the  blood  owing  to  its  oxidation 
and  excretion;  some  formic  acid  is  said  to  be  formed  from  it,  and  for- 
maldehyde has  been  detected  in  the  urine,  the  gastro- intestinal  secretions, 
and  the  expired  air 

The  powerful  action  of  formaldehyde  on  microbes  and  on  mucous 
membranes  is  believed  by  Loew  to  be  due  to  its  combining  with  the 
amino  groups  in  the  proteins,  and  as  a  matter  of  fact,  a  number  of 
changes  have  been  described  in  the  reaction  of  proteins  exposed  to 
this  gas.  For  example,  egg  albumen  and  serum  to  which  formal- 
dehyde solution  has  been  added  are  not  precipitated  by  heat  and  are 
less  easily  digested  by  ferments,  while  casein  is  not  coagulated  by  the 
returt  ferment.  Some  of  the  ferments  (pepsin  and  diastase)  are  not 
affected  by  small  amounts  of  formaldehyde,  while  trypsin  and  papain 
loK  their  activity  wholly  or  in  part, 

PrEPA  RATIONS. 

IaVJOU  PoBMALDCHTDi  {U.  S.  P.,  B  P.),  formalin,  a  solution  of  formalde- 
hyde io  water  contaima^  not  less  than  37  per  cent  of  the  gas,  which  may  be 
oubiirMrl  from  it  by  distiUation. 
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Farafortnatdehydum  ftJ,  S.  P.),  (HCHO)i,  pajafom,  a  solid  polymer  of  fohnal- 
dehyde,  which  \a  partly  decompoeed  by  heat  and  liberataa  formaldehyde  in 
gaseous  form. 

Some  formaldehyde  may  be  formed  by  the  incomplete  combusion  of  methyl 
alcohol,  and  several  lamps  have  been  devised  with  this  object  in  view,  but  have 
not  proved  satisfactory. 

ITsQs. — F'ormaldehyde  ia  too  irritant  to  admit  of  its  use  as  an  anti- 
septic in  medicine  and  surgery,  but  it  has  been  largely  employed  to 
disinfect  instruments,  furniture,  clothes  and  rooms,  which  cannot  be 
sterilized  by  heat.  DOuted  liquor  (4  per  cent,)  may  be  used  for 
some  of  these  purposes,  or  the  vapor  may  be  disengaged  by  distillation 
from  the  liquor  or  by  heating  parafonn.  Large  rooms  filled  with  for- 
maldehyde vapor  and  left  for  some  hours  are  found  to  be  almost  com- 
pletely sterilizedt  so  that  cultures  of  the  pathogenic  microbes  exposed 
in  them  cease  to  grow  even  %vhen  removed  from  the  atmosphere.  No\\y 
makes  the  room  to  be  (h^sinfected  as  nearly  air-tight  as  possible  and 
distils  the  formaldehyde  into  it  through  tlie  key-hole  of  the  door- 
He  states  that  the  gas  disengaged  from  150  mils  (5  07.)  of  40  per 
cent,  liquor  is  sufficient  for  each  1000  cubic  feet  of  space,  if  the 
rooni  is  closed  for  ten  hours.  The  odor  of  formaldehyde  may  then  be 
removed  by  sprinkling  ammonia  solution  with  which  it  forms  urotropine. 
The  disinfectant  action  of  formaldehyde  is  increased  by  moderate 
warmth,  and  a  longer  time  must  be  allowed  for  it  to  act  if  the  temperature 
of  the  room  is  below  50'  F.  Formaldehyde  not  only  destroys  the 
microbes,  but  also  alters  the  toxins  formed  by  them  so  that  they  are  no 
longer  poisonous,  even  in  very  large  quantities. 

Formaldehyde  has  frequently  been  added  to  food,  especially  to 
milk,  as  a  preservative,  Tunnicliffe  and  Rosenheim  found  that  added 
to  milk  in  the  proportion  of  one  to  6ve  thousand,  formaldehyde  did 
not  seem  to  be  deleterious  to  healthy  children,  but  in  the  case  of  & 
weakly  cliild  the  protein  waste  was  increased,  and  it  is  certainly  not 
to  be  regsmied  as  a  harmless  method  of  preserving  food. 

Formaldehyde  is  not  alone  in  its  germicidal  action,  although  it  ia  much 
more  powerful  than  the  Other  less  volatile  and  less  active  aldehydea,  such  &a 
acetaldehyde. 
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2.  SuuniuB  Dioxide. 

SuUJumm»  aciil  is  a  |H>wcrful  rtHlucing  agent,  as  it  becomes  oxidized 
>  ttul^^hxiric  acul,  aiul  this  renders  it  poisonous  to  protoplasm  in  general, 
w\U*  H|^rt  friMu  its  aoitiity.  Sulphurous  acid  anhydride  is  accordingly 
)MHt  tx^  a  i\4\»ideraMe  extent  to  disinfect  rooms  and  furniture  after 
itiH'tioUii  di;*easkea;  for  tliis  purpose  sulphur  is  burned  in  the  room, 
rhich  oui:ht  to  nrnderei)  as  air-tight  as  possible,  and  the  fumes  are 
Uow«hI  t\»  act  several  hours  before  the  room  b  ventilated.  The 
alw  ill  thU  utethoil  i>f  disinfection  has  been  called  in  question,  but 
her0  i»  uo  doxibt  that  sulphurous  acid  gas  is  faiii\'  germicidal  when  it 
*  «^p|4ietl  aloi^  with  uuMsture.  It  is  not  capable  of  such  a  wide  applies- 
HMX  as  fimmk)eh>\ie.  because  sulphurous  acid  bleaches  many  coloring 
untters.  auil  the  pivxifdure  is  open  to  the  objection  that  it  may  fend  a 
MHvihi^  i>f  aei'urtty  whk.ii  is  quite  unwarranted,  and  may  lead  to  the 
ivgWt  i>f  other  measures^  lite  dtSKofection  to  be  of  any  valxne  most 
m  thi4\^kghl>'  v*arri«d  out.  and  can  onl^'  be  applied  to  tnanimate  objects. 

the  fUuHn»  are  fatal  to  ttbe  hi^rber  animab«  even  when  madL  leas  con.- 
,*«utrate\i  ihau  are  luevessiarj-  to  destroy  bacteria.  In  ocder  to  be  of 
HWvk'v«  at  Wast  one  volume  of  ou^t  to  be  pcvtsect  in  each  hnndred 
if^uiue«  s?t  air.  and  even  xbi&  coccezrtratioc  b  usutEcintc  xa  destroj 
th«  aiiK^retn  bacteria.  Nov^  *  recommetsdi^  3-6  pounds  of  sdpimr  va  be 
>uriM^l  for  each  KW  cubic  Kec  cc  space:  the  wal^  ami  door  should 
^  ;»prti,^ed  with  water,  and  rhe  room  muse  be  kept  per^scdy  dosed  far 
hi  l«MkHt  tweuty  hours. 

'l^  chief  symptomi»  Mi  poisomns  wiui  futphur.'us  xsd  are  those  of 
irritation  of  die  mucous  membranes,  asii  if  the  juiuom  is  swailowBd 
(hvi#  kuat>  tK>t  dilfer  from  diose     ^cher  irritancy 

Itk  VH^^king  from  the  inoaiacon  of  the  aoh^'driiie.  on  tiie  'jtiier 
tiaiKt,  the  nyttipcoms  arise  dtiedy  sum  ^e  respiraany  race  Even 
\U  live  VHU*U  in  KVH)0  it  acts  ^  an  iirrcinc  -.rausin^  ^neodng;  •^ougmns 
4iHl  lachr\  uuition»  and  in  ^umewhac  zreacer  o*jnce!mcun  it  becomes 
^fttU'vl>  u-i\njpirable:  ^1  toiler  auaacties  in  rie  4ir  .*au£e  bronchiai 
ivrUativMi  and  catarrh,  when  mimieu  aume  rme.  SiipQurous  ;iii3d 
M  uvuikWiAed  and  axidiced  air  die  muse  par^  :u  aiiphacBS  ji  :tw  oanies. 
M'  partiv  ill  riie  .viirw  if  ibsorpcon. 

V'hKuUko  iutd  t>n»nune  "esesnoie  -ia^  jxzser  :sasfe±y  Ji  die  ■edeets 
Ahu  U(h\>\  iii\hi\*v  :n  ul -umii  >f  i^-n^  oiarrer.  !7iese  na^- beriscpiaiaed 
u  imU  Iv  ^htnr  -»»i»u*crnc  i^*w<rn  n  rs  rjmDinaciuns-  .n  :iie  ptt»cetia 
kikA  Umiiihi;  lij^  ahK-ituim'  iv.irrirmmic  vrra  :iie  bjiinwa  ?et 
ivv,  ui  |s«(i  In  :'H»»r  ^'itioioi"^  vrtn  "iie  r'  lniiCKi  M  "waiter  aiu 
.hku  tttviHMiii;       :;r'M.    v-.;^::  -^rii  m   ~ae  '.bsuess  TTseae 

k4\Kv^4«^  «u>  lvtu^w«i  -.v  uv".;:::  or  "Tre  a*T  *rxac  Oionsse  :i  x  Tsucii 
aou'  |K'>\v(Uii  aiMiittviuui   It  u-:ir  ur  'Zjjx  n  ii?'.    J?  dse  Jiipwr 
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Action. — Chlorine  and  bromine  are  general  protoplasm  poisons; 
thus  3  parts  of  chlorine  in  1000  parts  of  moist  air  are  sufficient  to 
destroy  the  spores  of  most  bacteria  in  the  course  of  three  hours,  and 
the  infusoria  and  the  higher  plants  have  been  shown  to  be  equally 
susceptible  to  the  influence  of  the  gas.  Even  smaller  quantities  of 
bromine  are  disinfectant. 

In  the  higher  animals  and  in  man  chlorine  and  bromine  act  as 
Irritants,  causing  irritation  and  redness,  and  even  blistering  of  the  skin 
when  applied  to  it  in  solution,  and  eliciting  when  swallowed  intense 
inflammation  and  corrosion  of  the  mouth,  throat,  and  stomach,  with 
collapse  and  all  the  ordinary  effects  of  gastric  irritation.  Air  con- 
taining 1  part  of  chlorine  in  100,000  irritates  the  eyes,  nose,  larynx 
and  the  deeper  respiratory  passages;  broncliitis,  pulmonary  congestion 
and  hsemorrhages,  coughing  and  pain  in  the  thorax  are  induced  by  some- 
what higher  concentrations^  and  exposure  to  about  1  part  in  3000  for 
fifteen  minutes  causes  acute  oedema  of  the  lungs,  which  may  prove  fatal 
immediately.  More  dilute  vapor  may  be  equally  dangerous  if  the 
exposure  is  longer.  Chlorine  and  bromine  as  such  are  not  used  in 
therapeutics,  but  have  given  rise  to  poisoning  in  their  industrial  use, 
and  the  former  has  more  recently  acquired  notoriety  from  its  being 
used  in  warfare. 

These  aymptoms  of  chlorine  and  bromine  poisoning  are  caused  by  their 
local  action  only;  they  are  changed  to  hydrochloric  and  hydrobromic  acids, 
and  these  again  to  chlorides  and  bromides  in  the  course  of  absorption.  Atten- 
tion baa  been  drawn  to  a  number  of  caaes  in  which  symptoms  arose  in  work- 
men in  chemical  factories  where  chlorine  is  liberated  by  electrolysis^  or  more 
rarely  in  others  where  hydrochloric  acid  is  formed  in  large  quantities.  The 
most  marked  symptom  is  an  affection  of  the  sebaceous  glands,  from  which  the 
condition  receives  its  name  of  chlorine  acne,  but  this  often  induces  headache, 
sleeplessness r  loss  of  appetite,  and  anfemia.  No  satisfactory  explanation  of 
the  symptoms  haa  been  given,  nor  is  it  known  whether  the  chlorine  or  aomt 
unkxtown  body  is  the  cause  (Lehmann,  Jacquet). 

The  Hyiiochloritea  disengage  chlorine  more  slowly  than  solutions 
of  chlorine  and  are  correspondingly  less  toxic  to  microbes  and  the 
higher  forms  of  life.  Solutions  of  hypochlorites  and  hA-pochlorous 
acid  ( Eusol)  have  been  advocated  for  the  treatment  of  infected  wounds 
and  have  also  been  injected  intra \'enoualy  in  septicaemia.  There  is, 
however,  no  evidence  that  they  act  more  strongly  on  bacteria  than  on 
the  blood  proteins,  and  the  attempt  to  disinfect  the  general  tissues  is 
certainly  founded  in  error.  Some  new  clilorine  compounds  have  been 
suggested  recently  by  Dakin  and  his  associates  for  use  as  disinfectants; 
one  of  these,  Chloramme  (p-toluene-sodium  sulphocliloramide  (CHj. 
CeHi.SOiXaXCl)  is  equal  to  the  hypochlorites  Ln  disinfectant  power, 
but  is  stable  except  in  the  presence  of  proteins,  is  not  poisonous  and 
does  not  precipitate  proteins.  Its  action  like  that  of  chlorine  and  hj'po- 
chlorites  appear  to  arise  from  its  giving  up  chlorine  to  the  nitrogen 
of  the  proteins  with  which  it  comes  in  contact  and  thus  killing  the 
cells.  The  reaction,  in  other  wordsj  is  common  to  all  forms  of  proto- 
plasm and  these  drugs  destroy  equally  the  tissues  and  their  microbial 
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guests  in  tlie  sam^  way  as  other  disinfectants.  It  is  not  established 
timt  tbcy  are  more  efficient  than  these. 

Preparations. 

CcU  CkloritMla  (U»  S,  P.,  B.  P.),  chlorinated  lime,  bleaching  powder,  some- 
Ximes  crronwusly  called  chloride  of  lime,  is  a  mixture  of  calcium  hyp<?i.'hlorite 
(OfiCClO)t).  calcium  chloride  (CaCIi)^  lime  and  water.  The  hypochlorite  is 
\TTy  unst&ulu  and  gives  off  chlorine  in  air,  and  especially  in  the  presence  of 
tax  acid,  Chlorinated  lime  forms  a  white  or  grayish-white  powder,  with  the  odor 

« chlorine.  U  is  ojily  partially  soluble  in  water  and  must  contain  not  leas  than 
iwr         of  jivnilable  chlorine. 

Liquor  Sodts  ChhrinotfE  (U,  S.  P.,  B.  P.),  solution  of  chlorinated  soda,  Labar- 
r»nui*'9  ftoliiliou  or  Juvelle's  solution,  is  formed  from  chlorinated  lime  and 
ooiitaiits  liyi)CM!li](>rit.e  uf  sodium  (NaClO)  and  chloride  of  sodium.  Like  the  cor- 
rw[*oiuling  lime  salts,  it  has  the  odor  of  chlorine  and  bleaches  vegetable  colors. 
It  must  eoiitnin  at  least  2.5  per  cent,  by  weight  of  avaitable  chlorine. 

The  chlorine  preparations  are  chiefiy  used  to  disinfect  fBeces,  urinals 
And  to  a  less  exterit  rooms  and  houses;  for  this  purpose  chlorinated 
nUie  id  the  niont  suitable,  especially  when  acid  is  addetl  to  it  in  excess. 
The  room  oiight  to  be  herroetically  sealed,  and  the  fumes  are  of  no 
vnlur  as  eiininfeetanta  unless  they  are  present  in  such  quantity  as  to 
rcmler  the  air  quite  irrespirable.  They  have  the  disadvantage  that  they 
bleai'h  most  *)f  the  colors  used  in  dyeing,  and  fail  to  penetrate  in  sufficient 
(|uriiility  iutf)  the  clothing,  which  they  also  corrode  to  some  extent. 
<  lilnriiiiitcil  liruc  exposed  in  the  sick-room  merely  serves  Ets  a  deodorant, 
tiiiil  hiiN  11(1  dininfectant  valuCj  but  has  the  disadvantage  of  giving  a 
faWc  frcliti^  of  security  like  other  similar  measures.  Chlorine  seems 
Infrrior  to  Hulphurous  acid  anhydride,  and  still  more  so  to  formaldehyde 
an  a  dininfectarit,  not  from  its  being  weaker  in  action,  but  because  it 
In  more  difficult  to  apply  in  sufficient  quantity.  Chlorinated  lime  can, 
luiwrvcr,  he  applied  in  urinals  and  closets,  where  both  these  disinfectants 
tin*  iirjnvHUablc.  Here  it  acts  again  as  a  deodorant,  while  its  disinfectant 
vabiri  i>i  nrTialler. 

A  mixture  <*f  hyiK>chlorou3  acid  (0,5  per  cent.)  and  boric  acid  (Eusol) 
Unn  fftcwitly  been  advocated  to  wash  septic  wounds,  and  a  similar 
miluHnn  of  *Mi*litim  hypocldorite  and  borate  has  also  been  employed  for 
tlin  HMioi*  piirjxjHc,  Both  of  these  solutions  are  readily  prepared  from 
v)iUtntuiU  t\  litiie  by  the  a^ldition  of  boric  acid,  with  or  without  sodium 
t'M\MttuxU%  fifi<l  filtering:  hypochlorite  solution  may  also  be  prepared 
tfum  N»i»*wat<Tr  by  eleflrolysis.  The  disinfectant  solutions  are  irrigated 
lbffri)i(||  iUi-  wounds  and  give  satisfactory  results. 

'  tdirrinr  ifi  ifui  form  of  hypochlorite  has  proved  effective  in  destroy- 
liiK  Hin  f(tirrnN  in  drinking  water;  it  should  be  added  in  such  amount  as 
io  (*mv»<  ftlroijt  jjfus  jMirt  of  free  chlorine  in  a  million  of  water,  A  com- 
((friirid  which  hun  recently  Ix^en  introduced  for  the  same  purpose  is 
tttttfttitnifi  'l|S.()»Sf 'ftlljCOOH)  which  is  efficacious  in  about  4  parts 
|»"'r  uMmu  Hhrl  m  nK»rc  stable  and  more  easily  transported  in  small 
'(tmidit*#'B  ffmn  tht  hyjKmhIoritcs  (Dakin). 
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4.  Other  Disinfectants. 

Many  other  substances  may  be  employed  as  disinfectants  of  urinals, 
latrines,  fieces,  etc.,  the  chief  determining  consideration  being  the 
cost  of  the  material  in  most  cases.  Thus  tar,  or  crude  carbolic  acid 
may  be  used  to  disinfect  faecal  matter,  and  unslaked  lime  is  applied  to 
bodies  in  epidemics  in  the  hope  of  preventing  the  liberation  of  infectious 
organisms.  The  most  certain  disinfectant,  where  it  is  available,  is  moist 
heat,  which  is  generally  used  to  disinfect  clothes  and  bedding  which 
have  been  in  contact  with  infected  persons. 


PART  II. 


SUBSTANCES  {'HARACTERlZEl)  CHIEFLY  BY 
THEIR  ACTION  AFTER  ABSORPTION. 


I.    NAKCOTICS  OF  THE  METHANE  SEKIES. 
ALC0H0L-CHL0R070EM  GROUP. 

A  LARGE  number  of  the  simpler  methane  compounds  of  the  open-oliain 
series  cause  depression  of  the  central  nervous  system,  more  especially 
of  the  cerebrum,  and  some  of  them  are  perhaps  the  most  extensively 
used  of  all  drugs,  for  among  them  are  the  universally  used  surgical 
ancesthetics,  the  soporifics,  and  alcohol.  The  general  action  of  all  of 
these  is  similar  in  character  and  consists  of  a  first  stage  of  imperfect 
consciousness  and  confused  ideas,  followed  by  one  of  wild  excitement, 
and  eventually  by  complete  unconsciousness,  which  may  terminate  in 
death.  The  second  stage  is  much  more  marked  after  some  of  the 
series  than  after  others,  and  is  often  entirely  absent.  It  has  given 
rise  to  tJie  theory-  that  these  drugs  stimulate  the  nen'e  cells  before 
paralyzing  them,  but  an  alternative  explanation  is  that  the  functions 
of  control  and  inhibition  are  lessened,  and  the  centres  of  motion  are 
thus  left  free  and  act  more  strongly  than  normally.  This  question 
has  been  most  discussed  in  regard  to  alcohol,  and  will  receive  greater 
attention  under  that  heading. 

The  action  on  the  central  nervous  system  is  elicited  by  comparative!^' 
small  quantities  of  these  drugs,  but  other  forms  of  living  matter  are  also 
affected  by  them  in  somewhat  greater  concentration,  and  their  action 
may  in  short  be  considered  as  coextensive  with  life,  tliough  in  man  arid 
the  higher  animals  the  symptoms  from  the  brain  predominate. 

The  different  members  of  the  group  vary  greatly  in  their  chemical 
affinities  and  in  their  tendency  to  enter  into  chemical  combinations*  and 
no  relation  can  be  found  between  their  narcotic  action  and  the  presence 
of  any  one  radical.  This  suggests  that  their  effects  depend  on  the  prop- 
erties of  the  molecule  as  a  whole,  and  not  on  a  chemical  combination 
being  formed  with  any  constituent  of  the  tissues.  A  very  interesting 
view  has  recently  been  suggested  by  Meyer  and  Overton,  who  attribute 
the  common  action  of  these  narcotics  to  a  common  physical  character. 
They  point  out  that  practically  all  of  them  are  more  soluble  in  oils  and 
lipoids  than  in  water  and  that  when  one  of  these  drugs  in  watery  solution 
meets  an  oil  or  lipoid  it  passes  from  the  water  to  the  oil  and  remains 
dissolved  in  it.  The  same  process  occurs  when  these  drugs  are  carried 
in  the  blood;  they  tend  to  leave  the  watery  plasma  and  to  accumulate 
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in  the  lipoids  ot  the  body,  and  as  the  nerve  cells  are  richest  in  lipoids, 
the  narcotics  accuiimlate  in  tlie  brain.  This  is  a  purely  physical  process 
and  the  amount  of  the  drug  taken  up  from  the  blood  is  determined 
by  its  relative  soluhility  in  the  lipoids  and  in  the  blood  [coefficient  of 
pariiiion  between  oils  and  water).  According  to  Meyer's  view,  the 
presence  of  the  drugs  in  the  lipoids  renders  these  more  fluid  and  thus 
changes  their  relations  to  the  other  constituents  of  the  cells;  this  derange- 
ment  of  their  normal  condition  impairs  the  function  of  these  cells  and 
lessens  their  activity,  that  is,  causes  narcosis.  This  very  attractive 
theory  has  been  supported  by  a  number  of  experiments  and  serves  to 
explain  a  large  number  of  observations;  the  accordance  of  the  coefficient 
of  partition  and  the  narcotic  power  is  seen  to  be  very  close,  especially 
when  members  of  a  homologous  series  are  compared;  for  example* 
the  narcotic  action  of  the  simple  alcohols  rises  from  methyl  and  ethyl 
alcohol  through  propyl  and  butyl  alcohol  to  amyl  alcohol,  which  is 
the  most  powerful  of  the  series,  and  the  tendency  of  the  alcohols  to 
pass  from  water  into  oil  rises  similarly.  On  the  other  hand  when  the 
hydroxyl  groups  of  the  alcohols  are  increased,  as  in  the  series  ethyl 
alcohol,  glycol  and  glycerine,  the  partition  coefficient  between  oil  and 
w*ater  falls,  and  the  narcotic  action  declines. 

The  experiments  of  Meyer,  Overton  and  their  followers  suffice 
to  show  that  these  physical  properties  are  factors  in  the  narcotic 
action.  But  these  are  not  the  only  determining  influences.  For  when 
the  relative  narcotic  action  of  less  nearly  related  bodies  are  compared^ 
the  dependence  on  the  partition  coefficient  is  less  exact;  for  example, 
the  relative  coefficients  of  partition  of  alcoho!,  chloral  and  acetone  are 
approximately  1:2:6,  but  tlieir  narcotic  action  is  1  : 16  :  L  There  is 
evidently  some  unknown  factor  which  plan's  an  important  role  in 
determining  the  action,  besides  the  solubility  coefficient.  It  seems 
likely  that  the  distribution  in  the  tissues,  and  the  concentration  of  the 
narcotics  in  the  central  nervous  system  is  largely  determined  by  the 
relative  solubility  in  water  and  lipoids,  but  that  after  the  narcotics 
have  penetrated  into  the  brain  cell  the  effects  depend  on  some  further 
quality  which  is  still  unknown*' 

Various  auggestionfi  have  been  made  of  late  years  as  to  the  nature  of  narcosis, 
The  old  view  that  it  was  due  to  changes  in  the  blood  aupply  and  to  aiifpmia  of 
the  brain  has  loiiR  been  iihatidoned.  pince  it  was  shown  that  the  brain  of  a  frog 
in  which  the  blood  was  replai^ed  by  saline  solution,  could  gtUl  be  anesthetized. 
There  is  no  question  that  the  action  of  the  narcolica  is  a  direct  one  on  the 
nervous  structures,  and  that  the  changes  in  the  brain  circulation,  which  are 
similar  to  those  in  normal  sleep^  are  the  result  and  not  the  cauae  of  the  narcotic 
action. 

Verworn  believea  that  narcosis  ariaes  from  the  arrest  of  the  oxidations  in  the 
cells,  and  in  many  instances  a  lessened  oxidation  has  been  ehown  to  be  present 

''A  nggftwf.inn  haq.  been  madfi  that  thew  narcottcd  mAy  act  by  cbADging  thfl  aurfaoe 
te&tloii  oi  the  c^ll  cotitents  and  thue  disorganisitiE  the  lii^  proceasctf.  [t  aeetna  dear  (hat 
this  will  not  serve  to  eiplnin  every  case,  however,  and  in  fact  is  lew  satisfactory  than  the 
Ekifeyer-QvertOD  vic:iw.  It  Appears  unlikely  that  any  one  phyncal  property  detercniDeB 
'  e  (kction  of  tbe»  bodi«i.  Ihougb  the  Bum-total  of  th«  physir-^l  pfopMtiei  may  ftuffin 
do  so. 
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during  narcosis.  But  on  the  other  hand  narc<«is  may  be  induced  In  cells  which 
live  is  the  absence  of  oxygen  (intestinal  parasites),  and  cases  are  known  in  which 
narcosis  is  not  accompanied  by  lessened  oxidation.  The  decrease  in  oxidation 
which  is  seen  in  narcosis  cnay  thus  be  the  result  and  not  the  cause  of  the  essen- 
tial action. 

UUie  holdfl  that  the  essential  feature  of  narcosis  is  the  diminished  pertnea- 
bility  of  the  cell  membranes  by  ions,  which  can  no  longer  penetrate  as  ta  Deoeasary 
for  activity.  This  diminished  permeability  may  be  the  result  of  changes  in  the 
Lipoids  such  aa  are  demanded  in  the  Meyer-Overton  theory. 

Certain  features  of  the  chemical  constitution  of  the  raembers  of  this  g^roiap 
have  already  been  mentioned.  Thus  it  is  found  that,  as  a  general  rule,  the  higher 
members  of  a  series  are  more  strongly  depressant  than  the  lower,  provided  they 
are  aufRciently  soluble  in  water  to  be  taken  up  by  the  blood,  and  a  correspond- 
ing increase  in  the  partition  coefficient  is  presented.  The  increase  in  hydroxy! 
groups  which  augments  the  solubility  in  water  has  the  opposite  effect,  towering 
the  narcotic  action;  but  if  the  hydroxy  1  is  substituted  by  chlorine  the  narcotic 
action  returns:  for  example,  propionic  alcohol  (CiHrOH)  is  narcotic  but  gly- 
cerin (CjH*(OH)i)  is  indifferent^  while  trichlorhydrio  (CiH*Ci*)  is  leas  soluble 
in  water  and  again  acts  as  a  narcotic. 

The  presence  of  the  ca  boxyl  group  (COOK)  generally  prevents  any  nar- 
cotic action,  probably  because  the  acick  formed  circulate  as  salts  and  these  can- 
not penetrate  the  cells  in  sufficient  concentration.  Butyric  acid  is  said  to  have 
some  narcotic  effect,  but  this  may  arise  from  the  presence  of  esters.  When  hy- 
drogen atoms  of  these  acids  are  replaced  by  chlorine  or  bromine,  they  acquire 
a  much  stronger  action;  thus  acetic  acid  is  practically  devoid  of  narcotic  action, 
while  some  of  the  chloracetic  and  bromacetic  acids  are  narcotic.  But  their  efTecta 
on  (he  other  organs  of  the  body  preclude  their  use  in  therapeutics. 

This  augmented  action  through  the  substitution  of  halogens  for  hydrogen  is 
ieen  in  many  other  instances;  for  example,  methane  (CH*)  is  practically  not 
depressant,  but  if  one,  two,  or  thj^  of  the  hydrogen  atoms  in  the  molecule 
be  substituted  by  chlorine,  forming  CHtCljCHiCli.  and  CHC1»,  the  narcotic 
power  increases  with  each  CI  added. 

This  increased  activity  of  the  halogen  compounds  is  not  due  to  any  action 
of  chlorine  or  bromine  on  the  nerve  cells,  for  these  elements  are  not  freed  from 
their  compounds,  which  act  as  unchanged  molecules;  for  example,  chlorine  is 
not  liberated  from  chloroform  in  the  tissues,  but  the  whole  molecule  CHCU 
acts  as  an  ai^thetic,  while  methane  has  no  such  action. 

The  chlorine  nd  brjmine  derivatives  of  methane  are  not  only  more  power- 
ful drugs,  but  also  more  powerful  poisons  than  the  ordinary  compounds;  much 
leas  chloroform  is  required  to  anesthetize  than  methane,  but  much  less  ia 
required  to  kill.  In  addition,  these  compounds,  espertaUy  those  contain- 
ing chlorine,  seem  to  have  a  more  powerful  action  on  the  heart  and  circulation 
and  on  the  metabolism  than  the  othera.  In  other  words,  the  chlorine  bodies 
have  a  less  specific  action  on  the  nerve  cells  and  thus  involve  a  larger  number  of 
tissues  in  their  effects.    (See  Chloroform.) 

Many  methane  compounds  are  not  narcotic  because  they  contain  more  active 
radicles.  Thus  ethane  (CiH,)  is  a  member  of  the  narcotic  series,  but  ethyl 
nitrite  (CiH|0  —  NO)  cannot  be  classed  with  it,  because  the —  0  —  NO  group 
haa  a  very  powerful  and  entirely  different  effect;  very  small  quantities  of 
ethyl  nitrite  are  required  to  produce  the  nitrite  effect,  so  that  the  depressant 
action  is  pushed  into  the  background.  Members  of  the  methane  series  often 
loae  their  depressant  action  when  combined  with  nitrogen  so  as  to  form  sub- 
atituted  ammonia.  Thus  triniethylamine  (?f(CH,'),)  has  no  depr^sant  action, 
although  e^ach  of  the  methyl  radicles  alone  would  possess  it.  Again,  the  sub- 
stitution of  a  member  of  the  aromatic  series  for  one  of  the  fatty  substances 
flometimea  changes  the  action  from  that  characteristic  of  the  alcohol-chloro- 
form group  to  that  of  the  benzol  series.  For  example,  ether  (CjHi —  O  — 
C«H|)  is  one  of  the  most  valuable  anffistheties,  but  if  one  ethyl  radicle  be  sub- 
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ititvl«db7phnx34{CiHr-0  — CfH»),  Olim» 
bovcvcr.  rKAm  thor  i1<|wr—nt  ftctkm,  aj,  for  exunpfe,  ^cetophendoe  (C*H« — 
00  — CEI.). 

While  the  memberi  of  thb  group  resemble  ea<:^  otfaer  closely  to 
their  effects  on  the  central  nervous  system,  they  are  used  for  very 
diSerent  ptirpo»es  in  therapeutics  and  may  therefore  be  discussed  in 
three  tobKroups:  1,  atcohoJ;  2^  general  aiuestbetics,  and  3,  soporifics 
or  hypTiotie*,  It  mmt  l>e  recognized,  however,  that  there  is  no  hard 
and  fast  line  dividing  these  subgroups;  for  the  anesthetics,  chloroform 
and  ether,  may  be  used  in  small  quantities  to  produce  rest  and  sleep,  and 
would  then,  atri^ftly  speaking:,  be  soporifics;  while,  on  the  other  hand, 
chloral  anrl  sulphonat,  which  are  generally  used  as  hypnotics,  give  rise 
to  complete  ansr^^thesla  when  administered  in  large  quantities. 
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L  Alcohol. 

Kthyl  tilcoliol  (CHaCHiOH)  has  been  known  in  an  impure  form 
«rica  the  earliest  times,  and  as  far  back  as  the  history  of  medicine 
extends,  hai^  been  used  as  a  drug.  Its  medicinal  reputation  has  under- 
((onc  many  fluctuations,  b}'  many  held  to  be  a  panacea,  by  others  it  has 
lieen  considered  of  imjxjrtance  only  as  a  poison. 

AI<o}iij]ic  li<|Uors  are  generally  prepared  by  the  fermentation  of 
siiRors,  which  cither  exist  preformed  in  the  fruits,  or  arc  derived  from 
stfirrli  by  II  jirdiminary  ferment  action.  The  simple  liquors  (wines 
ami  l>cer»)  Rcnerally  contain  only  a  low  percentage  of  alcohol  (2-20 
per  rent.),  and  the  stronger  preparations  (spirits)  are  prepared  from 
tlietn  by  distilliition,  which  raises  the  percentage  to  30-60  per  cent* 
ftiul  (it  the  same  time  removes  the  noii-volatile  constituents.  Spirits 
and  liqutirs  are  nut,  however,  simple  mi.\tures  of  alcohol  and  water  but 
ctiutnin  many  other  volatile  substances,  the  character  of  which  is  little 
known,  and  which  are  called  oenanthic  ethers.  Some  of  them  have 
Imh'h  shown  to  be  higher  members  of  the  alcoholic  series,  while  others 
WLiuld  smn  to  he  t»f  entirely  different  constitution, 

Actian. — The  value  of  alcohol  in  iriedieine  depends  upon  three  chief 
points:  1,  itft  irritant  local  action;  2,  its  action  on  the  central  nervous 
system,  and  3,  its  value  as  a  food. 


The  irritont  action  is  not  so  marked  as  that  of  many  other  substances, 
but  is  of  much  greater  importaoce,  o^^  ing  to  tlie  habitual  use  of  this 
drug.  It  is  probably  due  to  the  partial  precipitation  of  the  proteins 
of  the  ceU3^  and  is  showTi  by  the  results  of  its  application  to  the  skin, 
to  wounds,  and  to  the  mucous  membranes.  Applied  to  the  skin  in 
suflGcient  concentration  (f,  g,,  60-90  per  cent),  it  produces  redness, 
itching  and  a  feeling  of  heat  like  other  volatile  and  irritant  substances, 
auch  as  the  volatile  oils.  Alcohol  is*  however,  much  less  irritant  and 
at  the  same  time  more  volatile  than  these,  so  that  unless  its  evaporation 
is  prevented,  it  may  produce  &  sensation  of  cold  and  have  little  or  no 
irntant  action;  this  is  especially  the  case  when  dilute  alcohol  is  used, 
no  very  distinct  appearances  of  irritation  of  the  skin  being  produced  by 
solutions  under  40-50  per  cent.  In  ulcers  and  other  unprotected 
surfaces,  the  Irritant  action  is  much  greater  and  tt^  application  13 
attended  by  pain  and  smarting;  the  precipitation  of  the  proteins  lends 
alcohol  an  astringent  action  in  certain  concentrations^  but  if  it  pene- 
trates deeper  it  may  destroy  the  cells  and  it  then  becomes  a  corrosive 
until  it  is  diluted  by  the  fluids, 

Its  effects  on  mucous  membranes  are  similar  to  those  on  wounds. 
In  the  mouth  strong  alcohol  produces  a  burning,  unpleasant  sensation 
which  passes  to  the  throat  and  stomach  when  it  is  swallowed,  and  if 
the  concentrated  vapor  be  inhaled,  it  causes  irritation  and  reflex 
closure  of  the  glottis.  The  effects  of  alcohol  on  the  digestive  functions 
are  so  important  that  they  will  receive  further  attention  (p.  183). 

The  action  of  alcohol  on  the  NerrouB  Centres  differs  a  good  deal  in 
individuals.  In  small  quantities  it  generally  produces  a  feeling  of 
well-being  and  good-fellowship,  along  with  increased  confidence  in  the 
powers,  mental  and  physical,  of  the  subject  of  the  experiment*  Larger 
quantities  are  followed  by  a  certain  amount  of  excitement,  marked  by 
laughter,  loquacity,  and  gesticulation.  The  face  becomes  flushed  and 
hot,  the  eyes  brighter  and  livelier^  the  pulse  Is  accelerated.  Even  at 
this  stage  self-control  is  partially  lost  and  the  will  power  is  weakened. 
The  speech  may  be  brilliant,  but  it  often  betrays  the  speaker;  the 
movements  are  more  lively,  but  they  are  often  undignified.  The  loss 
of  self-control  is  often  indicated  further  by  furious  outbursts  of  anger 
and  unreasonableness,  or  by  the  indulgence  in  maudlin  sentimentality 
and  sensual  fancies.  The  sense  of  responsibility  and  the  power  of 
discrimination  between  the  trivial  and  the  important  are  lost,  and 
the  individual  has  no  regard  for  the  feelings  of  others,  or  the  ordinary 
conventions  of  life.  If  the  bout  be  further  continued,  the  movements 
become  uncertain,  the  speech  becomes  difficult  and  stammering,  the 
walk  becomes  a  stagger,  and  a  torpid  slumber  follows.  Often  nausea 
and  vomiting  set  in,  although  these  are  entirely  absent  in  some  cases. 
On  awakening  from  slumber,  verj'  great  depression  is  generally  suffered 
from,  together  with  nausea  and  vomiting,  and  want  of  appetite,  which 
may  last  for  several  days  and  is  associated  with  all  the  symptoms  of 
acute  gastric  catarrh. 
Verj'  large  quantities  of  alcohol  lead  to  a  deep,  torpid  sleep,  which 
12 
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eventually  passes  into  total  unconsciousoess,  resembUng  the  condition 
in  chloroform  anaesthesia;  the  r^piration  becomes  stertorous  and  slow, 
and  the  face,  which  has  hitherto  beea  flushed*  becomes  pale  or  cyanotic, 
Thb  condition  may  last  for  several  hours  and  end  in  death  from  failure 
of  the  respiration,  but  in  other  cases  the  aniesthesia  becomes  less  deep 
and  after  a  very  prolonged  sleep  the  patient  recovers.  \S'hen  the  stage 
of  anaesthesia  is  reached,  it  lasts  much  longer  than  that  produced  by 
chloroform  and  ether.  It  is  said  that  persons  rarely  or  never  recover  if 
unconsciousness  lasts  longer  than  10-12  hours  after  the  drinking  bout. 

The  efTects  of  alcohol  var>'  greatly,  however,  in  different  indi\'iduals 
and  in  the  same  Individual  at  different  times.  One  person  is  rendered 
aentimental,  another  bellicose^  while  in  a  third  there  may  be  no  appear- 
ance of  excitement,  the  first  distinct  sjTnptom  being  profound  slumber. 
When  drinking  is  indulged  in  in  company,  the  excitement  stage  is  a  ver^-^ 
common  phenomenon,  but  if  alcohol  is  taken  without  the  exhilarating 
accompaniments  of  bright  lights  and  exciting  companionship^  it  is  much 
less  frequently  seen,  and  the  question  has  therefore  arisen  how  far  the' 
environment  produces  the  excitement  in  alcoholic  intoxication. 

It  may  be  stated  at  once  that  there  exist  two  distinct  views  as  to  the 
action  of  alcohol  on  the  central  nervous  system:  the  one  stoutly  upheld 
by  Binz  and  bis  pupils,  that  alcohol  first  stimulates  and  then  depresses 
the  nerve  cells;  the  other  championed  by  Schmiedeberg,  Bunge  and 
their  followers,  that  it  depresses  the  central  nervous  system  from  the 
beginning.  The  symptoms  of  excitement  require  no  explanation  on 
the  first  theory,  which  is  rather  to  be  looked  on  as  the  natural  expression 
of  the  facts  observed.  On  the  other  hand,  Schmiedeberg  explains 
them  as  not  due  to  true  stimulation  of  the  motor  are^s,  but  as  the 
result  of  these  areas  being  freed  from  control  by  the  weakening  of  the 
highest  functions  of  the  brain—the  will  and  self-restraint.  Even  the 
smallest  quantities  of  alcohol  tend  to  lessen  the  activity  of  the  brain, 
the  drug  appearing  to  act  most  strongly,  and  therefore  in  the  smallest 
quantities,  on  the  most  recently  acquired  faculties,  to  annihilate  those 
qualities  that  have  been  built  up  through  education  and  experience, 
the  power  of  self-control  and  the  sense  of  responsibility. 

The  question  is  a  most  diiEcult  one  to  decide,  for  on  tlie  one  hand  it 
has  been  shown  that  the  simplest  movement  is  the  result  of  a  combi- 
nation of  motor  and  inhibitory  impulses  from  the  brain,  while  on  the 
other  hand  the  measurement  of  the  relative  strength  of  these  impulses 
is  one  of  the  most  difficult  problems  of  biology.  The  advocates  of  the 
stimulant  action  point  to  the  confidence  in  their  own  powers  exhibited 
by  intoxicated  persons,  to  the  brilliancy  of  the  after-dinner  speech,  and 
to  the  excitement  stage  as  evidences  of  the  increased  activity  of  the 
brain.  But  their  opponents  question  whether  the  confidence  is  accom- 
panied by  any  really  increased  physical  strength,  and  point  out  that 
the  brilliancy  of  speech  may  be  due  to  the  environment  and  to  the 
speaker  having  lost  his  habitual  shyness  and  nervousness,  ami  that  the 
excitement  is  generally  absent  when  the  associations  are  different,  or 
degenerates  into  a  form  which  more  distinctly  resembles  depression. 
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More  definite  evidence  for  or  against  the  stimulant  action  of  alcohol 
has  therefore  been  sought  by  comparing  the  amount  of  work  which 
can  be  done  with  and  without  it;  and  an  apparent  confirmation  of 
Bunge's  view  has  been  found  in  the  results  of  the  use  of  alcohol  by 
troops  on  the  march,  for  repeated  experience  has  shown  that  those 
regiments  which  were  not  supplied  with  alcohol  marched  farther  and 
were  in  better  condition  at  the  end  of  the  day  than  others  to  which  it 
had  been  given.  The  experiments  of  Dung  in  climbing  lead  to  the 
same  result,  the  total  work  done  being  smaller  under  alcohol  and  tlie 
expenditure  of  energ>'  greater.  Forms  of  work  requiring  larger  drafts 
upon  the  intelligence  than  the  marching  of  soldiers  are  also  performed 
less  correctly  with  alcohol  than  without  it;  thus  typesetters  can  do 
more  work  and  make  fewer  errors  when  they  abstain  from  its  use. 

The  capacity'  for  work  depends  not  so  much  upon  the  actual  strength 
of  the  muscles  as  upon  the  condition  of  the  brain,  and  these  experi- 
ments are  therefore  generally  quoted  as  evidence  of  the  depressant 
action  of  alcnhol.  Their  results  are  not  incompatible  with  tiie  view 
that  alcohol  primarily  stimulates  the  nerx'e  cells,  liowever,  for  Bina 
and  his  followers  allow  that  the  stimulation  is  transient  and  b  followed 
by  depression »  and  if  a  sufficient  time  elapse  after  the  alcohol  is  taken, 
the  stage  of  depression  is  elicited  and  the  total  work  may  thus  be  reduced. 

Attempts  have  been  made  to  measure  the  work  done  under  alcohol^ 
by  recording  with  the  ergograph  the  work  of  which  a  muscle  is  capable 
before  it  is  completely  fatigued.  The  best  in^^estigations  are  those  of 
Rivers,  who  took  the  precaution  of  disguising  the  alcohol  with  flavors 
so  that  the  subject  of  the  experiment  was  unaware  when  alcohol  was 
given.  His  results  indicate  that  small  quantities  of  alcohol  (5-20  c.c, 
corresponding  to  about  a  tablespoonful  and  a  \^ineglassful  of  spirits) 
have  very  little  effect  on  muscular  work  measured  in  this  way.  When 
larger  amounts  of  alcohol  were  taken,  Rivers  found  that  an  exceptional 
amount  of  work  could  be  performed  before  fatigue  appeared,  but  he 
considers  this  due  to  the  fact  that  the  alcohol  could  no  longer  be  con- 
cealed and  the  subject  was  now  influenced  by  suggestion. 

In  measureinents  of  intellectual  work,  the  factor  of  suggestion  is  of  still 
greater  moment  and  the  observations  of  Kraepelin  lose  much  of  their 
importance  from  the  fact  tliat  the  subjects  knew  when  alcohol  had  been 
given  them.  He  concluded  that  the  receptive  and  intellectual  powers  were 
weakened  by  very  small  quantities  of  alcohol,  while  the  motor  functions 
seemed  to  be  facilitated  by  small,  and  retarded  by  large  quantities. 
For  example,  a  person  under  even  a  small  dose  of  alcohol  makes  more 
errors  than  usual  in  adding  a  row  of  figures  and  in  reading  a  series 
of  unconnected  syllables,  and  apparently  recognizes  letters  and  words 
somewhat  more  slowly.  It  is  interesting  to  find  that  the  subject  of 
the  experiment  is  quite  unaware  of  the  inferiority  of  his  work  and  is 
often  persuaded  that  it  is  unusually  good.  It  must  be  added  that 
this  depressant  effect  is  not  equally  ciicited  in  different  individuals, 
and  even  100  c.c.  of  alcohol  (corresponding  to  about  half  a  pint  of 
spirits)  fails  to  induce  it  in  some  persons.    Kraepelin's  latest  iovesti- 
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^tlons  tend  to  show  that  this  effect  of  alcohol  lasts  much  longer  tlian 
is  generally  recognized,  the  mental  equilibrium  being  reinstated  only 
12-24  hours  after  even  very  moderate  indulgence  in  alcohol.  He 
leans  to  the  view  that  alcohol  weakens  and  paralyzes  some  parts  of 
the  brain,  while  primarily  stimulating  others^  but  brings  forward  no 
new  evidence  that  this  stimulation  is  not  fictitious  and  really  due  to 
the  removal  of  the  barriers  of  self-restraint  by  the  paralysis  of  higher 
areas;  and  Dodge  and  Benedict  in  their  careful  studies  were  unable 
to  find  any  stage  of  accelerated  nervous  activity,  and  conclude  that 
alcohol  only  depresses  the  brain.  Most  other  psychological  experi- 
ments give  similar  results,  and  no  unequivocal  evidence  of  the  initial 
stimulant  action  on  the  brain  has  yet  been  adduced,  for  each  new 
feature  may  lie  interpreted  as  really  due  to  the  depression  of  con- 
trolling or  inhibitory  functions.  Of  course^  there  is  no  absolutely 
convincing  proof  that  no  stimulation  of  the  motor  areas  occurs,  and 
no  phj'siological  proof  of  the  existence  even  of  controlling  areas  can 
be  adduced,  much  less  of  their  paralysis  by  alcohol.  On  the  other 
hand,  the  effects  of  alcohol  on  cerebral  activity  are  very  different 
from  those  of  caffeine,  which  definitely  increases  both  muscular  and 
mental  efficiency,  and  thus  is  the  typical  brain  stimulant.  Exag- 
^rated  importance  has  been  attached  to  this  question  from  the  idea 
that  it  is  more  justifiable  to  employ  a  "stimulant"  than  a  "depres- 
sant/' but  in  therapeutics  this  is  not  a  valid  argument  for  or  against 
the  use  of  alcohol. 

In  the  lower  parts  of  the  central  nervous  system  the  evidences  of 
primary  depression  are  less  open  to  question.  For  example,  the  coor- 
dination of  the  movements  suffers  at  an  early  stage  in  alcohol  drink- 
ing, long  before  the  generally  recognized  forms  of  lack  of  coordination, 
such  as  indistinct  speech  and  staggering^  appear.  In  the  spinal  cord 
ak^ohol  causes  a  depression  of  the  reflex  irritability,  which  passes  into 
complete  paralysis  some  time  before  the  respiration  ceases. 

Alcohol  has  been  found  to  cause  a  prolonged  secretion  of  the  cerebro- 
spinal fluid  and  to  raise  the  pressure  in  the  subarachnoid  space,  and 
it  has  been  suggested  that  this  may  account  in  part  for  its  after  effects 
which  have  generally  been  attributed  to  gastric  disturbance. 

Acute  alcoholic  intoxication  leads  to  very  distinct  alterationa  in  th«  histo- 
logical appearance  of  the  cells  of  the  central  nervous  system^  which  have  been 
described  by  Dehio,  Stewart,  and  others.  The  chief  change  noted  by  them 
consists  in  replacement  of  the  chromatin  network  by  fine  granules,  which  in 
turn  seem  to  bec^cime  dissolved  in  the  general  c^'toplasoi.  Btainiag  reagents 
therefore^  give  rise  to  a  diffused  coloration  of  the  cell  nether  than  to  localised 
masses  of  color,  such  as  are  seen  in  the  norniat  cell. 

The  medulla  oblongata  is  the  last  part  of  the  central  nervous  system 
to  be  acted  on  by  alcohol,  or  at  any  rate  to  undergo  complete  paralysis. 
The  Respiratory  and  Circulatory  Centres  preserve  their  functions  long 
after  the  occurrence  of  complete  unconsciousness  and  the  disappearance 
f  the  ordinary  reflexes.   The  same  question  has  been  raised  in  regard 


to  the  respiratorv'  centre,  as  has  been  already  discussed  in  the  eon- 
sideration  of  the  brain,  and  the  same  two  opposing  views  have  been 
upheld.  These  are  of  greater  importance  as  regards  the  respiratory 
centre,  because  the  advocates  of  the  stimulation  theory  advise  the  use 
of  alcohol  in  conditions  of  the  respiration  in  which  it  is  directly  contra- 
indicated  if  the  other  view  be  the  correct  one.  The  question  here  is 
apparently  much  more  simple,  because  the  activity  of  the  respiratory 
centre  can  be  estimated  directly  by  measuring  the  number  of  the 
respirations  and  the  amount  of  air  inhaled  during  each;  but  a  large 
number  of  such  experiments  have  been  performed  with  very  varying 
results.  If  the  number  of  the  respirations  be  counted  in  a  person  in 
the  excitement  stage  of  alcoholic  intoxication,  it  is  often  found  to  be 
much  greater  than  normally,  but  this  may  be  due  to  the  muscular 
movements  and  need  not  indicate  any  direct  action  of  the  drug  on  the 
medullary  centre.  And,  of  course,  this  excitement  stage  is  not  elicited 
in  therapeutics,  and  the  value  of  alcohol  as  a  respiratory  stimulant 
must  therefore  be  estimated  in  cases  in  which  no  such  excitement  is 
caused.  A  number  of  such  estimations  have  been  made  in  man  and 
animals,  and  in  many  of  these  no  excitement  was  produced  and  in  some 
sleep  followed,  yet  the  amount  of  air  inhaled  was  larger  than  before 
tlie  drug  was  administered;  the  increase  was  generally  more  evident 
when  alcohol  was  taken  during  fatigue  and  exhaustion  than  in  ordinary 
conditions*  This  may  not  indicate  a  direct  stimulation  of  the  respiratory 
centre,  however^  for  the  increase  is  often  not  greater  than  that  following  an 
ordinary  meal,  and  may  therefore  be  attributed  to  the  respiratory  centre 
being  indirectly  affected  by  the  activity  of  the  stomach  and  intestine. 
The  actual  excitability  of  the  respiratory  centre  may  be  measured  by  its 
response  to  the  inhalation  of  carbon  dioxide,  and  Loewy's  observations 
by  this  method  do  not  lend  support  to  the  view  that  the  excitability 
is  augmented,  A  careful  analysis  of  the  action  on  the  centre  in  man 
made  by  Higgins  by  modem  methods  shows  that  the  alveolar  carbon- 
dioxide  tension  falls  in  some  cases  under  alcohol,  which  indicates  that 
the  centre  is  more  sensitive  to  the  presence  of  this  gas  in  the  blood; 
in  other  individuals  no  such  change  occurs,  and  in  any  case  the  effect 
of  aleoliol  is  small  In  most  of  his  experiments  the  rate  of  the  breath- 
ing was  not  altered  and  the  volume  of  air  breathed  per  minute  was 
actually  lessened. 

In  the  dogj  no  acceleration  of  the  reapirfttion  occurs  after  alcohol »  while 
in  the  rabbit,  on  the  other  band,  the  resptration  is  muth  accelerated,  and  the 
amount  of  air  inhaled  shows  a  corresponding  increase.  It  is  still  a  matter  of 
dispute,  however,  whether  this  arises  from  direct  action  on  the  centre  or  from 
the  irrilalioD  of  the  stomach,  the  dilatation  of  the  vessels^and  other  peripheral 
effects  {Jflcquet,  Wilmanns,  Singer). 

In  short,  there  is  no  unequivocal  evidence  that  the  respiratory  centre 
is  stimulated  to  any  material  extent  by  small  doses,  while  on  the  other 
hand,  no  depression  of  the  activity  of  this  centre  occurs  except  at  a 
late  stage  of  alcohol  poisoning*   Alcohol  is  often  said  to  slow  the  respi- 
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^tliitt  lit  fMVfr  \miU»tiiM  and  to  iCfamdate  h  in  cases  of  shock.  In  the 
ltr«l  i  MH<>  iliM  iro]»rrjvi'rfitfrrtt  'when  pment  mx  all)  is  probably  due  to 
\\\*^  nil  mIi(»I  It  Or''  t  xi'iUrmcni  throufch  it»  narcotic  action,  whUe 

volun  Hi  filmrli  M  /|jnini(i'f|  liy  nuMt  rarrftil  observ'ers. 
Vnm  N  |*r'rt(  ii4'rtl  i»oint  of  view  th*  question  is  of  Jittle  importance, 
OiP  i-Immi|{i^«  in  tlie  r(*vpirution  tndumJ  by  alcohol  are  too  small  and 
i  Uivmniani  to  play  any  part  in      treatment  of  respiratory  disorders. 
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but  in  at  least  an  equal  number  of  observations  it  was  found  to  be 
slightly  reduced,  and  in  many  no  definite  change  could  be madeout  <Lieb), 
In  animals  the  blood-pressure  has  been  found  to  be  slightly  increased 
by  some  observers,  to  be  reduced  by  others.  Brooks,  wlio  has  succeeded 
in  registering  the  blood-pressure  painlessly  in  unaniesthetized  animals, 
found  that  alcohol  given  by  the  mouth  increased  the  arterial  tension 
for  about  five  minutes  and  then  reduced  it.  When  it  was  injected  intra- 
venously or  by  a  gastric  fistula,  the  tension  was  reduced.  Alcohol  is 
believed  by  some  to  augment  the  strength  of  the  heart,  but  the  change 
is  small  in  extent  and  inconstant  in  its  appearance*  Larger  quantities 
affect  the  heart  in  the  same  way  as  ether  and  cliloroform,  weakening 
the  auricular  and  later  the  ventricular  systole,  and  inducing  dilatation 
and  slowing  of  both  chambers  (Fig,  3)-  The  action  of  alcohol  on  the 
heart  is  much  less  than  that  of  chloroform,  however,  about  200  times 
as  much  being  required  to  arrest  the  frog's  heart;  and  Loeb  found 
that  the  mammalian  heart  continues  to  beat  when  perfused  with  two 
per  cent,  alcohol. 

The  flushing  of  the  skin  which  occurs  in  alcoholic  intoxication  indi- 
cates dilation  of  the  skin  vessels,  and  this  is  sometimes  accompanied 
by  a  very  slight  constriction  of  the  vessels  of  the  internal  organs. 
Th^  seem  to  arise  from  central  vasomotor  action,  but  whether  it  is 
due  to  direct  stimulation  of  the  centres  or  arises  from  a  reflex  from 
the  stomach,  is  not  \'et  determined.  \^erj'  large  quantities  of  alcohol 
cause  a  marked  fall  in  the  arterial  tension,  through  weakening  the 
vaso-constHctor  centres  and  the  heart  muscle,  but  the  quantities  of 
alcohol  required  to  cause  any  great  fall  in  blood-pressure  are  far  in 
excess  of  those  used  in  therapeutics. 

On  the  whole,  the  action  on  the  circulation  of  small  quantities  of 
alcohol  (J-l  oz.)  may  be  favorable  in  some  conditions,  but  is  so  slight 
and  inconstant  that  it  is  impossible  to  regard  it  as  a  basis  on  which 
serious  therapeutics  can  be  founded.  The  slowing  of  the  heart  which 
often  follows  the  administration  of  alcohol  in  fever,  would  seem  due 
rather  to  its  diminishing  the  cerebral  excitement  than  to  its  direct 
action  on  the  heart, 

AJcohol  has  little  effect  on  Muscld  or  on  peripheral  Nerres  when  it  ts  car- 
ried to  them  by  the  blood,  but  Lee  states  that  frig's  muscle  is  strengthened 
by  aiDatl  quantities  uad  weakened  by  larger  amoiintf.  This  has  been  inter- 
preted as  iiidiciiting  that  small  quantities  of  alcohol  are  utUizcd  by  the  muscle 
as  a  source  of  energy,  while  this  effect  disappears  under  larger  quantities  which 
unfold  the  toxic  action  of  the  drug.  And  Dung's  experimente  show  that  in  man 
alcohol  may  be  utilized  for  work  in  the  same  way  aa  the  ordinary  sources  of 
energy,  such  aa  sugar.  When  the  frog's  nerve  m  exposed  to  alcoholic  vapor  ita 
rritab  ility  is  first  increased  and  later  diminished  if  the  quantity  applied  be 
arge  e  nough.  The  sensory  fibres  are  said  to  be  depressed  before  the  motor. 

The  effect  of  alcohol  on  the  Digestion  has  been  the  subject  of  many 
investigations,  both  from  the  clinical  and  the  experimental  point  of 
view.  There  exists  a  widespread  belief  in  both  lay  and  medical  circles 
that  small  quantities  of  alcohol  taken  before  a  meal  increase  the  appe- 
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titr»  while  after  food  they  accelerate  the  digestion.  It  is  obvious  that 
ttltobol  may  affect  digestioa  either  by  altering  the  activity  of  the  fer- 
ts  in  the  digestive  caaal,  or  by  altering  the  secretion,  moveiDent, 
mboorpdon  of  the  stomach  and  intestine.  The  digestive  power  of 
fennents  outride  the  body  has  been  found  to  1^  practically  uiml- 
t<ml  when  pure  alcohol  is  present  in  small  quantity.  But  when 
WBMwhfit  larj^er  uniounts  are  added  the  gastric  and  pancreatic  juices 
•re  nrtAtded^  and  eveii  small  quantities  of  the  ordinary  wines  and 
bws  have  tliis  detrimental  effect. 

The  presence  of  alcohol  in  the  mouth  causes  (according  to  Chitten- 
den, Mendel  and  Jackson)  a  very  appreciable  increase  in  the  secretion 
of  the  ^Hva,  presumably  by  reflex  action,  and  a  similar  increase  in  tlie 
f»stric  juice  may  perhaps  follow  from  its  local  irritant  action  on  tlie 
StOOiach.  But,  apart  from  this,  it  appears  to  exert  a  specific  action  on 
tke  secretion  after  its  absorption  into  the  circulation.  For  when  it  is 
ill^{ectetl  into  the  rectum,  a  profuse  secretion  from  the  gastric  mucous 
ttkeuibrane  follows,  and  wl^en  part  of  the  stomach  is  isolated  from  the 
ftst  of  the  organ,  so  that  alcohol  given  by  the  mouth  fails  to  enter  it, 
ttus  part  still  shares  in  the  secretion;  the  pepsin  secretion  is  not  corre- 
siHUHlingly  augmented.  It  has  been  further  demonstrated  that  the 
«K!*i>rption  of  fluids  from  the  stomach  and  bowel  is  accelerated  by  the 
addition  of  alcohol,  while  the  movements  of  the  stomach  are  unchanged 
or  diminished  by  moderate  quantities.  Alcohol  arrests  the  contrac- 
tions of  the  stomach  wliich  are  characteristic  of  hunger  (Carlson)  as 
distinguished  from  appetite,  but  it  may  not  have  this  effect  during 
digr^ticMi, 

Pigeation  in  the  stomach  may  thus  be  influenced  in  two  opposite 
directions  when  alcohol  is  adminbtered  in  the  usual  form  of  mn^, 
s4>irit8»  or  beer.  The  action  on  the  ferments  is  deleterious,  while  the 
changes  in  the  stomach  wall,  the  increased  secretion  and  the  accel- 
mtcil  absorption  may  possibly  be  beneficial  in  many  cases.  These 
opposing  factors  may  neutrally  each  other,  as  in  the  dog^  in  ^rhich 
the  rate  of  digestion  is  scarcely  altered,  the  retarding  effects  of  alcohol 
on  the  proteolysis  being  compensated  for  by  the  more  abundant  secre- 
tion of  tlie  juice,  which  continues  after  the  alcohol  is  absorbed,  and 
therefore  after  its  deleterious  effects  on  the  fermentation  have  disap- 
^pMted*  (Chittenden^  Mendel  and  Jackson.)  In  man  the  result 
\*«rifSf  the  one  factor  predominating  in  some  cases,  the  other  in  others, 
llnis,  while  Kretschy  and  Buchner  found  that  the  digestion  of  proteins 
the  human  stomach  was  distinctly  retarded  by  alcohol  and  beer, 
Kichenberg,  Wolffhardt  and  others  state  that  small  quantities  of  alcohol 
^  wine  accelerate  the  digestion,  and  Gluzinsky  came  to  the  conclusion 
tlkAt  AS  long  as  alcohol  remains  tn  the  stomach  the  digestion  is  retarded, 
t  that  after  its  absorption  the  digestion  progresses  more  rapidly 
n  if  no  alcohol  had  been  given.  Zuntz  and  Magnus-Levy  have 
•pen  that  the  addition  of  beer  to  the  dietary  does  not  affect  the  ah- 
inn  and  utilisation  of  the  food  by  the  tissues.  It  is  not  unlikely 
te  has  some  influence  on  the  result,  that  in  those  who  enjoy 


the  taste  of  alcohol,  it  induces  a  more  rapid  secretion  and  an  improved 
digestion,  while  in  those  to  whom  it  is  disagreeable,  the  secretion  is 
less  altered. 

The  divergence  of  opinion  exists  only  in  regard  to  the  effects  of 
small  quantities,  for  all  are  agreed  as  to  the  deleterious  action  of  aoy 
but  moderate  doses  of  alcohol  on  the  digestion.  After  large  quantities 
(50  c.c)  the  irritation  of  the  stomach  wall  leads  to  a  profuse  secretion 
of  mucus,  and  to  gastric  catarrh.  The  nausea  and  vomiting  may 
arise  io  part  from  the  local  irritation,  but  it  is  probable  that  the  nervous 
centres  are  also  involved  directly,  for  these  symptoms  occur  also  under 
the  anaesthetics  in  which  there  is  no  local  irritation  of  the  stomach* 
A  large  dose  of  concentrated  alcohol  sometimes  leaves  evidence  of  its 
irritant  action  in  redness  and  injection  of  the  mucous  membra ne»  and^ 
it  is  said,  in  ecchjTnoses,  but  in  most  cases  of  fatal  poisoning  no  sucli 
appearances  are  to  be  observed  after  death. 

Ig  Alcohol  a  TooAt—lt  has  been  shown  that  only  5  per  cent,  or  less  of 
the  ingested  alcohol  is  excreted,  while  the  rest  of  that  absorbed  from 
the  stomach  and  bowel,  amounting  to  over  95  per  cent,,  undergoes 
comb ustion  in  the  tissues.  This  oxida t ion  apparen tly  progresses 
slowly,  appreciable  amounts  being  found  in  tbe  blood  twenty-four 
hours  after  its  ingestion;  this  accords  with  Kraepelin's  statement  that 
its  effect  on  the  brain  can  be  detected  for  12-24  hours.  In  undergoing 
combustion  alcohol  gives  up  energ^^  to  the  body,  and  therefore  is  technic- 
ally a  food,  but  this  does  not  imply  that  it  is  an  advisable  food  in  all 
conditions,  ExperimentB  in  which  the  carbonic  acid  excretion  was 
measured  under  alcohol  show  that  no  more  energ>'  is  required  for  its 
absorption  than  for  that  of  other  foods,  and  that  alcohol  taken  in  addition 
to  the  ordinarj'  food  undergoes  oxidation  instead  of  carbohydrate  and 
fati  which  in  turn  are  used  to  build  up  reserves  of  energy  in  the  body. 
Alcohol  itself  cannot  be  stored  in  the  tissues  and  is  therefore  utilised 
in  place  of  the  carbohydrate,  which  is  deposited  as  glycogen:  an  increase 
in  the  fat  of  the  tissues  has  been  shown  to  occur  in  animals  treated 
with  alcohol  and  is  a  common  observation  in  man  (Togel,  Brezina 
and  Diirig}*  Alcohol,  therefore,  acts  as  a  substitute  for  carlwhyrlrates 
and  fat  in  the  food.  Higgins  has  shown  that  its  oxidation  begins 
about  five  to  ten  minutes  after  it  is  swallowed;  the  body  begins  to 
utilize  it  as  quickly  as  it  does  ordinary  sugar- 
It  has  long  been  recognized  that  when  insufficient  fat  and  carbohy- 
drate 13  supplied  to  tlie  body,  the  proteins  are  drawn  upon  to  make 
good  the  deficiency  and  the  nitrogen  eliminated  rises  accordingly. 
On  the  other  hand,  when  the  fats  and  carbohydrates  of  the  food  are 
increased,  the  organism  economizes  its  protein  and  the  nitrogen  tends 
to  fall.  This  is  the  most  accurate  method  of  testing  tbe  food  value  of 
non-nitrogenous  substances,  and  alcohol  has  been  the  subject  of  a 
number  of  such  investigations,  which  have  finally  decided  this  much 
disputed  question  (Neumann,  Atwater  and  Benedict,  and  Rosemann 
and  hb  pupils).  The  results  may  be  best  illustrated  by  an  account  of 
Neumann's  first  experiment. 
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This  lasted  35  days*  divided  into  six  periods.  The  proteins  of  the 
food  and  the  carbohydrates  remained  constant  tliroughout,  while  alcohol 
was  substituted  for  part  of  the  fat  for  some  time  (see  Fig.  4).  During 
the  first  five  days  the  nitrogen  excreted  was  practically  equal  to  that 
of  the  food  (nitrogenous  equilibrium),  while  during  the  next  four 
days  one  half  of  the  fat  of  the  food  was  omitted  and  the  immediate 
result  was  an  increase  in  the  nitrogen  excreted,  indicating  that  the 
proteins  of  the  body  were  being  drawn  upon  to  make  good  the  deficit 
in  the  fat  of  the  food.  The  next  ten  days  a  quantity  of  alcohol  chem- 
ically equivalent  to  the  fat  deficit  was  taken  and  the  nitrogen  elimina- 
tion slowly  fell  to  tlie  normal  (equilibrium).  In  the  first  five  days  of 
this  period,  however,  the  nitrogen  remained  high,  showing  that  alcohol 
did  not  at  first  replace  the  fats  completely.  In  the  fourth  period  of 
six  days,  the  same  amount  of  fat  was  given  as  at  first,  while  the  alcohol 
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The  effect  of  aJpohol  on  pitrqjgep  elimination.  The  wave-line  represaaU  the  nitrogen 
excreted.  It  riaea  rapidly  in  the  accond  period  when  the  t&l  of  the  Food  wob  reduced  to 
one  half,  but  aoou  (alU  in  th«  third  period  wbere  tdooUoL  eubitituted,  100  of  aJco- 
hol  ifl  cheinicaUy  equivaletit,  to  78  g.  of  fat.    (After  Neumaon.} 

was  continuedj  and  the  nitrogen  fell  much  below  the  amount  ingested; 
u  the  alcohol  again  led  to  a  saving  of  the  proteins.  Next,  both 
alcohol  and  fat  were  omitted  for  four  days  and  the  protein  tissues 
were  again  drawn  upon.  Finally  the  original  diet  was  resumed  and  the 
nitrogenous  equilibrium  was  at  once  restored.  From  this  experiment 
Neumann  drew  the  conclusion  that  alcohol  can  replace  a  chemically 
equivalent  amount  of  fat  in  the  dietary,  for  otherwise  tlie  nitrogen 
would  not  have  returned  to  the  normal  toward  the  end  of  the  third 
|)eTiod;  and  alcohol  given  along  with  a  sufficient  dietary  leads  to  a 
further  economy  of  the  proteins  just  as  additional  fat  would  do;  other- 
wise the  nitrogen  would  not  have  fallen  below  the  point  of  equilibrium 
in  the  fourth  period. 

The  final  result  of  all  these  investigations  b  that  alcohol  can  take 
the  place  of  some  of  the  fat  in  the  food,  and  leads  to  the  sarue  economy 
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of  protein  as  the  ordinary  non-nitrogenous  constitntents  of  the  tiietaiy, 
Tb€  first  three  or  four  days  during  which  alcohol  is  substittited  for  fat 
it  has  little  or  no  tendency  to  economize  the  proteins,  but  this  is  true 
of  other  forms  of  food  also,  any  sudden  change  in  the  non-nitrogenous 
food  leading  to  a  temporary  increase  in  the  nitrogen  excreted,  which 
persists  until  the  tissues  have  become  accustomed  to  the  new 
dietary. 

Metabolism. — It  was  formerly  supposed  tliat  alcohol  economized  the 
body  tissues  in  some  ill-defined  way»  by  means  of  a  direct  action  on 
the  protoplasm  of  the  cells;  as  it  was  expressed,  alcohol  lessened  the 
combustion  of  the  tissues.  But  moderate  quantities  of  alcohol  appear 
to  have  no  action  on  the  general  metabolism  except  that  wiilch  it  shares 
with  other  nitrogen  free  foods.  When  very  large  quantities  of  alcohol 
are  takenj  and  depression  and  sleep  follow,  the  combustion  of  the  body 
is  reduced^  not  through  any  action  on  the  protoplasm  generally,  but 
through  the  muscular  movements  being  lessened.  In  tJie  same  way, 
during  the  excitement  stage,  tlie  carbonic  acid  exhaled  is  doubtless 
much  increased,  because  more  energy  and  more  of  the  body  tissues  are 
used  up  in  the  violent  movements.  But  Mendel  and  HUditch  state 
that  the  uric  acid  of  tJie  urine  is  considerably  increased  by  moderate 
quantities  in  man,  and  this  increase  is  shared  in  by  both  the  endogenous 
uric  acid  and  that  of  the  food.  This  specific  action  on  the  uric  acid 
excretion  has  not  been  explained.  The  purin  bases  are  increased  to  a 
smaller  extent,  while  the  creatinin  excretion  remains  unchanged. 

Lifluence  on  Infection. — Persons  addicted  to  the  use  of  alcohol  are 
known  to  show  less  resistance  in  acute  disease  and  in  operations  accom- 
panied by  shock  than  more  temperate  individuals,  and  in  very  intem- 
perate cases  the  prognosis  must  be  guarded  in  an  attack  which  would 
ordinarily  be  accompanied  with  little  danger.  This  has  been  confirmed 
by  a  number  of  experiments  on  animals  w  hich  were  subjected  to  large 
doses  of  alcohol  and  then  inoculated  with  pathogenic  germs  (Laitinen), 
The  results  have  invariably  shown  a  greater  susceptibility  to  infection 
and  a  greater  mortality  than  in  control  animals  which  had  received 
no  alcohol.  A  simitar  effect  was  observed  when  toxins  were  injected 
instead  of  bacteria,  and  great  difficulty  was  encountered  in  rendering 
animals  immune  to  the  diphtheria  toxin  if  they  had  previously  been 
treated  with  alcohol,  A'arious  explanations  of  this  reduced  resistance 
have  been  given,  Rubin  ascribing  it  to  paucity  or  inactivity  of  the 
leucocytes,  while  Abbot  and  Bergey  found  a  reduction  in  the  hemolytic 
complement,  which  suggests  that  the  susceptibility  to  infection  may  be 
due  to  the  failure  to  form  the  specific  complement  to  the  bacterial  toxin. 
Reich  on  comparing  the  reactions  of  the  blood  of  abstainers  and  non- 
abstainers  fomid  no  difference  in  the  phagocN-tosis  of  tubercle  bacilli, 
while  that  of  typhoid  bacilli  was  greater  in  the  abstainers  and  the  serum 
also  jKissessed  greater  bactericidal  powers  in  these.  The  resistance  of  the 
red  blood  cells  to  the  aition  of  hypotonic  saltne  solutions  was  also  lower 
in  the  non-abhtainers.  But  the  differences  in  all  respects  were  slight. 
It  is  often  stated  that  alcohol  given  in  the  treatment  of  infectious  diseases 
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must  have  a  similar  deleterious  effect  on  the  resistance  of  the  tissues, 
but  this  has  not  been  shown  to  be  tlie  case. 

These  clinical  and  experimental  results  have  raised  the  question 
whether  the  ordinary  dietetic  use  of  alcohol  in  even  small  quantities 
(15-30  c.c)  may  not  lead  to  impairment  of  the  resistance  to  infectious 
diseosep  and  mucli  interest  attaches  to  Laitinen's  later  work,  in  which 
animals  were  treated  with  quantities  of  alcohol  corresponding  to  those 
habitually  used  hy  temperate  persons.  The  general  result  appears 
to  be  that  the  prolong:ed  use  of  small  quantities  in  animals  (OA  c.c. 
per  kilo.)  may  affect  their  susceptibility  to  disease,  but  the  average 
mortality  is  not  greater  than  that  of  the  controls  to  which  no  alcohol 
has  been  j^iven. 

A  much  more  distinct  effect  from  small  doses  of  alcohol,  such  as 
correspond  to  temperate  use  in  man,  has  been  obser^-ed  by  Hunt,  who 
finds  that  animals  thus  treated  become  more  susceptible  to  the  action 
of  methyl  cyanide.  This  poison  acts  in  the  tissues  through  being 
oxidized  to  hydrocyanic  acid,  and  Hunt  believes  that  the  effect  of  the 
prolonged  treatment  with  alcohol  is  to  facilitate  this  oxidation,  and 
that  the  reaction  is  evidence  of  an  alteration  of  the  metabolism  of  the 
bo<]y  in  this  direction.  The  j^reat  importance  of  this  observation  lies 
in  the  fact  that  the.  modification  of  the  metabolism  which  it  demon- 
strates, arises  from  the  prolonged  use  of  quantities  of  alcohol  which 
are  too  small  to  give  rise  to  definite  symptoms  of  intoxication.  Appar- 
ently the  alteration  is  associated  with  die  development  of  tolerance  for 
alcohol. 

The  Temperature  of  the  body  falls  somewhat  after  the  administration 
of  alcohoK  but  this  is  not  due  to  any  diminution  in  the  oxidation  and  in 
the  heat  formed,  but  to  the  greater  output  of  heat  from  the  dilation 
of  the  skin  vessels.  The  fall  in  temperature  is  comparatively  slight, 
seldom  being  more  than  1-1°  C,  but  it  would  seem  that  exposure  to 
cold  causes  a  greater  fall  in  the  temperature  after  alcohol  than  in  normal 
conditions;  this  is  perhaps  due  to  the  temperature-regulating  mechanism 
being  rendered  less  sensitive  by  alcohoL 

The  fall  in  temperature  produced  by  alcohol  is  generally  accom- 
panied by  a  feeling  of  heat,  and  a  thermometer  applied  to  tlie  skin 
may  actually  show  a  rise  of  several  degrees^  because  more  warm  blood 
flows  through  the  dilated  vessels.  If  much  excitement  and  movement 
follow  the  ingestion  of  alcohol,  no  fall  in  the  temperature  may  result, 
tlie  increased  heat  formed  during  tlie  movement  compensating  for  the 
increased  output,  and  in  some  cases  a  rise  of  temperature  occurs  from 
the  same  cause*  Very  large  quantities  of  alcohol  may  lead  to  a  falJ 
in  temperature  of  3^5*  C.^  owing  to  the  lessened  movements  during 
unconsciousness. 

Absorption  and  Excretion. — Alcohol  is  absorbed  rapidly,  about  20 
per  cent,  of  that  ingested  being  taken  up  in  the  stomach  and  SO  per 
cent,  in  the  small  intestine.  It  is  found  in  largest  proportions  in  the 
blood  and  the  central  nervous  system;  Grehant  found  as  much  as  6 
parts  per  thousand  in  tlie  blood  of  animals^  but  more  than  this  was 
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inevitably  fatal;  in  a  case  of  deep  alcoholic  coma  in  man  the  blood 
contained  2.25  parts  per  thousand  (Sweisheimer).  Traces  remain  in 
the  blood  for  about  twenty-four  hours,  but  over  95  per  cent,  of  that 
ingested  is  oxidized  in  that  time.  The  alcohol  which  escapes  com- 
bustion in  the  tissues  is  excreted  by  the  kidneys  unchanged,'  and 
by  the  lungs.*  The  excretion  of  alcohol  by  the  lungs  is  increased  by 
muscular  exertion  and  the  consequent  hyperpnoea,  and  that  by  the 
kidneys  may  similarly  be  increased  by  large  amounts  of  fluid;  and  more 
is  excreted  when  the  alcohol  is  taken  on  an  empty  stomach  than  when 
it  is  taken  with  food;  but  even  in  these  conditions  over  90  per  cent, 
undergoes  complete  combustion  in  the  tissues.  Traces  are  sometimes 
found  in  the  sweat  and  milk,  but  there  is  no  foundation  for  the  legend 
that  children  may  be  intoxicated,  or  acquire  a  taste  for  strong  drink 
from  the  alcohol  absorbed  in  the  milk  of  a  drunken  mother  or  wet-nurse. 
The  amount  and  quality  of  the  milk  are  unaffected  by  the  administration 
of  alcohol  (Rosemann).  Brauer  states  that  alcohol  is  eliminated  in 
some  quantity  in  the  bile  and  is  then  reabsorbed  in  the  intestine;  this 
is  more  marked  in  the  case  of  amyl  alcohol  than  in  that  of  ethyl  alcohol, 
and  the  alcohol  in  the  bile  is  accompanied  by  albumin,  epithelial  cells, 
and  casts  of  the  finer  bile  ducts. 
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The  perceotage  of  alcohol  in  the  blood  after  giving  5  c.o.  per  kg.  to  rabbits.  The  pe.- 
oeotage  is  indicated  on  the  perpendicular  line,  the  hours  after  administration  along  the 
horisontal.  The  broken  line  represents  the  changes  in  percentage  in  a  normal  animal, 
the  unbroken  that  in  an  animal  which  had  acquired  tolerance  through  prolonged  treat- 
ment with  alcohol  previously.  (Pringsheim.) 


Repeated  doses  of  alcohol  produce  Tolerance,  which,  although  not  so 
great  as  that  acquired  for  morphine  and  nicotine,  involves  the  pre- 
scription of  double  or  triple  doses  in  persons  addicted  to  drinking. 
This  tolerance  has  been  ^own  by  Pringsheim  to  arise  in  part  from 
the  tissues  acquiring  an  increased  capacity  to  oxidize  alcohol;  and  as 

'  Some  of  the  alcohol  in  the  urine  is  combined  with  glycuronic  acid  in  the  rabbit 
but  not  in  man. 

1  Traces  of  alcohol  are  exhaled  by  the  breath,  but  ethyl  alcohol  fails  to  escape  in 
this  way  in  measurable  quantities.  The  odor  of  the  breath  after  spirit  drinking  arises 
from  the  higher  alcohols  and  other  hy-products  present  in  these  and  not  from  the  ethyl 
•loohol. 
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oxidation  begins  almost  as  soon  as  absorption,  a  large  qaantlty  of 
alcohol  taken  by  an  habitual  drinker  may  not  lead  to  the  accumulation 
in  the  blood  of  a  sufficient  quantity  to  induce  symptoms  of  intoxication 
(Fig,  5)*  But  in  addition  to  this  factor,  the  brain  reacts  less  than 
normally,  for  Sweisheimer  finds  that  a  given  concentration  of  alcohol 
in  the  blood  induces  greater  intoxication  in  an  abstinent  than  in  a 
tolerant  person.  In  tolerance  the  amount  of  alcohol  excreted  in  tlie 
breath  and  urine  may  sink  to  less  than  1  per  cent*,  all  the  rest  under- 
going combustion  in  the  tissues.  The  close  relationship  between  the 
narcotics  of  the  fatty  series  is  indicated  by  the  fact  that  much  more 
chloroform  or  ether  than  usual  is  required  to  ansesthetize  persons  in 
whom  a  tolerance  for  alcohol  has  been  established. 

Although  alcohol  seems  to  increase  the  TTrine  to  some  extent,  it  can- 
not be  said  to  be  a  powerful  diuretic  in  itself,  and  the  diuresis  may  be 
explained  in  large  part  by  tlie  quantities  of  fluid  taken  with  the  alcohol 
and  by  the  accelerated  absorption  from  the  ahmentary  tract.  Some  of 
the  spirituous  liquors,  such  as  gin,  produce  a  proftjse  secretion  of  the 
urine,  but  this  is  due  to  their  other  constituents,  and  not  to  the 
alcohoL 

Alcohol  is  generally  credited  with  Aphrodisiac  povers,  that  is,  with 
increasing  sexual  desire,  although  no  less  an  authority  than  Shakej?peare 
states  that  it  prevents  the  consummation  of  sexual  intercourse.  The 
unquestionable  tendency  toward  sexual  excess  observed  in  intoxication 
is  due,  not  to  any  effects  on  the  generative  organs,  but  to  the  loss  of 
selfHX>ntrob  from  the  cerebral  action  of  the  poison. 

Alcohol  possesses  only  a  weak  AntiBeptic  action^  for  while  the 
growth  of  some  bacteria  is  delayed  somewhat  in  a  1  i  ltK)0  solution, 
many  grow  abundantly  in  4  per  cent,  alcohol,  and  some  in  even 
stronger  solutions.  Its  disinfectant  action  has  been  the  subject  of  a 
number  of  researches  recently  and  has  been  found  to  vary  with  the 
conditions.  Dry  bacteria  may  be  exposed  to  absolute  alcohol  for 
twenty-four  hours  without  losing  their  vitality,  while  60-70  per  cent, 
alcohol  is  fatal  to  them,  and  also  to  moist  organisms.  The  explanation 
of  this  curious  observation  seems  to  be  that  alcohol  fails  to  penetrate 
microbes  unless  in  the  presence  of  water.  In  less  than  40  per  cent, 
tiie  action  is  very  slow,  so  that  the  limits  of  alcohol  as  a  disinfectant 
may  be  placed  at  50-70  per  cent.;  in  this  strength  it  is  equivalent 
to  about  3  per  cent,  carbolic  acid,  provided  that  it  does  not  cause 
large  precipitates  of  protein.  Many  bodies  which  are  antiseptic  when 
dissolved  in  water  have  comparatively  little  effect  when  dissolved 
in  alcohoL 

Other  simple  life  forms  are  more  susceptible  to  the  action  of  alcohol 
than  the  bacteria,  though  it  does  not  act  on  these  in  such  dilution  as 
on  the  mammalian  nerve  celL  Even  the  plants  can  be  subjected  to  its 
influence,  showing  that  in  sufficient  quantity  it  is  a  general  protoplasm 
poison.  In  most  cases  a  stage  of  increased  activity  precedes  that  of 
depression  and  tliiy  has  been  used  as  an  argument  in  favor  of  the  primary 
stimulant  action  of  alcohol  in  the  brain. 
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Methyl  alcohol,  or  wood  alcohol,  has  assumed  great  importance  lately  from 
a  large  number  of  cases  of  poisoning  having  occurred  from  its  being  aubati- 
tuteU  for  ethyl  alcohol  as  an  mtoKicaQt,  or  in  some  pat-ent  remedies.  In  animal 
eitperimentg  it  is  foutad  that  given  in  single  doses  it  13  slightly  less  poisonous 
than  ethyl  alcohol,  the  action  coming  on  somewhat  more  slowly,  but  liiating 
a  longer  time;  the  symptoms  of  gastric  irritation  are  generally  more  marked 
than  those  induced  by  ethyl  alcohol,  and  %*ery  often  some  convulsive  move^ 
ments  are  observed  (Hunt).  When  the  administration  ts  repeated,  methyl 
alcohol  is  found  much  more  poisonous  than  ethyl,  and  this  may  probably 
be  ascribed  to  the  more  prolonged  action  of  the  former.  Thus  it  has  been 
ehowB  that  when  equal  amounts  of  methyl  and  ethyl  alcohol  are  adininiatered 
to  animals,  over  a  third  of  the  methyl  alcohol  can  be  found  in  the  tissues  after 
forty-eight  hours,  while  of  the  ethyl  alcohol  only  about  one-tenth  remains  after 
6fteett  hours.  About  40  percent,  of  the  methyl  alcohol  is  oxidized  in  forty-eight 
hours,  while  2o  per  cent,  escapes  in  the  breath  and  urine.  Pohl  has  pointed  out 
th&t  while  ethyl  alcohol  undergoes  complete  combustion  in  the  tiasues,  methyl 
alcohol  is  oxidised  to  formic  acid  and  possibly  to  formic  aldehyde,  both  of  which 
ftre  much  more  poisonous  than  the  original  alcohoL  It  seems  a  fair  L]iferencM3 
that  the  prolonged  action  and  the  consequent  greater  toxicity  of  the  lower 
alcohol  may  be  du^  to  these  products. 

Id  man  the  symptoihs  of  wood  alcohol  poisoning  differ  from  those  of  ordi- 
oary  spirits  in  the  marked  muscular  weakness  and  defective  cardiac  action, 
which  are  followed  by  nausea,  vomiting,  coma,  or  delirium  of  a  much  more 
intense  and  persbtent  character  than  those  seen  in  intOKication  M'iih  ethyl 
alcohol.  In  a  considerable  number  of  cases  death  has  followed  from  a  single 
dose  smaller  than  would  have  be«n  fatal  had  ethyl  alcohol  been  swallowed, 
and  in  some  cases  total  and  permanent  blindness  has  followed  or  accompanied 
recovery.  This  condition  is  more  often  the  result  of  repeated  ingestion  of  the 
alcohol,  however^  and  is  due  to  optic  neuritis  and  subsequent  complete  optic 
atrophy.  The  large  number  of  cases  of  blindness  or  fatal  intoxication  collected 
by  Butler  and  Wood  demoiistrate  clearly  the  danger  incurred  in  the  use  of 
this  poison  internally  or  even  externatly,  or  by  inhalation  of  its  vapor.  Optic 
atrophy  has  been  induced  in  animals  repeatedly  by  the  administration  of  wood 
alcohol  while  it  is  hardly  liable  to  occur  from  ethyl  alcohol. 

The  other  alcohols  are  mahily  of  interest  as  impurities  of  the  preparations 
of  ethyl  alcohol.  They  all  resemble  it  in  their  general  effects,  but  differ  from 
it  in  toxicity;  propyl  alcohol  is  more  powerful  than  ethyl,  butyl  than  propyl, 
aDd  amyl  than  any  of  them.  Amyl  alcohol,  or  fusel  oil»  is  present  in  small 
quantity  in  most  forms  of  spirits.  It  resembles  ethylic  alcohol  in  general,  but 
is  more  irritant  locally,  and  is  believed  by  some  authorities  to  have  more  delete- 
rious effects  in  chronic  poisoning  than  pure  ethylic  alcohol.  This  is  not  ba^d 
on  any  very  satisfactory'  evidence,  however,  and  all  the  characteriatic  aymp- 
toms  of  chronic  alcoholism  have  been  produced  in  animals  by  pure  ethyl  alcobol. 
Furfurol  is  also  present  in  many  forms  of  spirits,  but  in  such  small  quantities  that 
it  does  not  play  any  r61e  in  the  symptoms  induced  by  them. 

Preparations. 

Alcohol  (U.     P.)  contmns  92.3  per  cent,  of  alcohol  (C,H,HO)  by  weight. 
Alcohol  Dehydralum  (U.  S.  P,)f  Absol-tdum  (B,  P.),  al^lute  alcohol,  contains 

not  more  than  I  per  cent.,  by  weight  of  water. 

Alcohol  Dilututn  (U.  S.  P.)  contains  about  41  per  cent.,  by  weight,  of  alcohol, 
SpLr\lu4  Rectijiaitui  (B.  P,),  rectified  spirit,  contains  90  parts  of  pure  alcohol, 

by  volume,  and  10  parts  of  water  (85.65  per  cent,,  by  "weight,  of  alcohol). 

There  are  four  oMcial  dilutions  in  the  B*  P,,  containing  70,  60,  45,  and  20  per 

cent,  of  alcohol  by  volume  respectively. 
The  Spirits  are  more  frequently  ordered  than  these  preparations  of  pure 

alcohol.  Whiakey  ia  made  by  diatillation  from  an  extract  of  fermented  grain, 
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brandy  from  wine,  rum  from  fermented  sugar  refuse  and  gin  from  an  alcoholic 
extract  of  various  herbs. 

These  apiritfi  all  contain,  roughly  speaking,  about  30-40  per  cent,  of  alcohot 
along  witli  other  volatile  substances,  some  of  which  are  alcohols  of  the  same 
seriea  as  ordinary  alcohol  (butylic,  amylic,  etc.),  while  others  are  of  entirely 
unknown  constitution^the  cenanthic  ethers.  Brandy  and  whiakcy  act  very 
much  in  the  same  way  as  pure  alcohol.  When  freshly  distilled  they  are  more 
irritAnt  and  Jess  pleasantly  flavored  than  when  kept  for  some  years  but  do 
not  seem  more  deleterious.  Numerous  other  preparations  containing  large 
quantities  of  alcohol,  such  as  the  spirits  of  the  volatile  oilsj  might  also  be  in- 
cluded in  this  group,  but  they  are  not  used,  as  a  general  rule,  for  the  same 
purposes  as  the  alcoholic  preparations  proper^  and  their  effects  are  in  part 
due  to  the  volatile  oils  contained.  Some  of  them  have,  however,  been  em- 
ployed as  intoxicants  instead  of  brandy  or  whiskey,  and  Eau  de  Cologne  and 
other  essences  have  gained  a  certain  notoriety  as  a  means  of  secret  drinking 
among  women.  The  liqueurs  are  too  numerous  to  raentioUf  and  their  com- 
position is  extremely  diverse.  Many  of  them  contain  considerable  quanti- 
ties of  sugar,  and  the  combination  of  alcohol  and  sugar  would  seem  peculiarly 
deleterious  to  the  gastric  mucous  membrane.  Others^  such  as  cherry  water 
(Kirschwasser)j  contain  hydrocyanic  acid,  and  the  others  various  bodies  of  the 
volatile  oil  series.  None  of  them  seem  to  have  any  properties  which  would 
recommend  their  use  in  therapeutics. 

The  Wtoes  and  Beers  are  much  weaker  preparations  of  alcohol,  the  lighter 
wines  (hock  and  claret)  containing  about  &-S  per  cent,  ethyl  alcohol,  while  in 
sherry  and  port  it  may  amount  to  1&-20  per  cent-  In  addition,  the  wines 
contain  the  same  volatile  constituents  as  brandy,  although  in  smaller  amounts- 
The  red  wines  contain  a  form  of  tannic  acid  derived  from  the  skin  of  the  grapes, 
and  both  red  and  white  often  contain  considerable  quantities  of  acidsj  chiefly 
tartaric  acid.  The  amount  of  sugar  varies  with  the  different  mnes,  and  in  fact 
in  wine  from  the  same  locahty  but  of  different  seasons.  These  constituents  may 
lend  to  the  wines  a  local  deleterious  action  on  the  stomach,  more  especially 
when  they  are  taken  habitually.  Champagne  and  the  other  sparkling  wines 
contain  large  quantities  of  carbonic  acid,  which  acta  as  a  stimulant  to  the 
gastric  mucous  membrane.  Champagne  is  considered  one  of  the  moat  "stimu- 
lant" of  alcoholic  preparations,  although  it  contains  a  very  low  percentage 
of  alcohol  compared  with  spirits,  a  fact  which  is  of  some  significance  in  the 
explanation  of  the  '^stimulant"  effects  of  alcohol. 

The  beers  are  not  pharmacopoeial,  and  are  less  frequently  adviaed  than  the 
other  preparations.  They  generally  contain  a  comparatively  small  percentage 
of  alcohol  (4^10  per  cent.),  along  with  a  large  amount  of  solidSn  These  solids 
consist  mainly  of  dextrin,  sugar,  and  other  etarch  products,  which  retard  the 
absorption  of  the  fluid,  but  are  of  considerable  value  as  foods.  The  hops  added 
in  the  preparation  have  probably  no  action  save  as  bitter  stomachics.  The 
alcohol  of  beer  is  comparatively  slowly  absorbed  owing  to  the  colloid  constituents, 
and  this  allows  time  for  fermentation  changes  in  the  sugars  and  dextrins^  which 
may  perhaps  account  for  the  discomfort  produced  by  malt  liquors  in  persons 
of  feeble  digestion.  When  beers  and  porter  do  not  derange  the  digestiou,  they 
are  the  moat  nutritive  of  all  the  alcoholic  preparations,  owing  to  the  large  amount 
of  carbohydrates  they  contain* 

Thor&peutic  Uses. — ^Alcohol  13  used  externally  in  very  dilute  solution 
as  a  cooling  application  to  the  skin,  and  in  threatening  bedsores,  in 
which  it  is  often  applied  aa  brandy,  whiskey,  or  dilute  alcohol  in  order 
to  harden  the  epidennis.  It  has  been  employed  as  an  antiseptic  and 
mild  irritant  to  broken  surfaces,  and  if  applied  to  the  skin  in  concen- 
trated form^  and  especially  if  kept  from  evaporation,  acts  as  a  rubefa- 
cient and  irritant   Its  use  to  wash  the  skin  and  hands  before  operations 
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arises  from  its  power  of  cleansing  the  skin  and  removing  the  oils  and 
fats  rather  than  from  its  exercising  any  disinfectant  action.  In  the 
form  of  diluted  claret  it  is  not  infrequently  used  as  an  astringent  gargle. 
Strong  alcohol  (SO  per  cent,  or  more)  is  often  injected  into  nerves  or 
ganglia  for  the  relief  of  neuralgia,  sciatica  and  similar  disorders  and 
leads  to  degeneration  of  the  nerve  fibres  and  paralysis  of  sensation 
and  motion,  which  lasts  until  the  nen^e  fibres  are  regenerated  after 
several  months.  The  pain  disappears  until  this  restoration  is  complete, 
and  sometimes  iiermanently.  The  local  nerve  destruction  arises  from 
the  precipitation  of  proteins  and  the  solution  of  lipoids. 

The  indications  for  the  internal  use  of  alcohol  are  ill  defined,  and 
cases  which  one  physician  would  treat  with  alcohol  often  seem  to  pro- 
gress as  favorably  without  it  in  tlie  hands  of  another.  It  has  been 
prescribed  very  largely  in  the  past  as  a  "  stimulant"  under  the  impression 
that  it  increases  the  activity  of  the  circulation,  respiration,  and  other 
functions  of  the  body.  The  basis  for  this  belief  has  been  discussed 
already,  and  the  results  may  be  stated  shortly:  alcohol  may  promote 
the  vitaJ  functions  to  a  slight  extent,  but  this  action  is  very  transient 
and  inconstant  in  its  occurrence  and  is  quite  insulEeient  basis  for  any 
therapeutic  application.  The  action  whicli  lends  alcohol  its  value  in 
therapeutics  is  not  its  stimulant  but  its  narcotic  action,  which  allays 
the  anxiety  and  distress  of  the  patient,  promotes  rest  and  sleep,  and  thus 
aids  toward  healing,  or  at  the  worst  renders  illness  more  tolerable. 
Small  quantities  of  other  narcotics  might  be  substituted  for  alcohol, 
but  none  of  them  perhaps  excel  it  in  producing  that  spirit  of  hopeful- 
ness and  restful  confidence  which  contributes  so  much  to  recovery, 

One  series  of  s^Tuptoms  which  is  often  treated  with  wines  is  of  gastric 
origin,  and  is  manifested  in  want  of  appetite  and  enfeeblement  of 
the  digestion;  in  some  of  these  cases  the  alcoholic  preparations  seem  to 
be  beneficial,  while  in  others  they  appear  to  be  positively  harmful. 
This  may  be  explained  by  the  efTect  of  alcohol  on  secretion  and  absorp- 
tion, only  those  cases  in  which  secretion  is  deficient  being  benefited*, 
but  the  tastes  of  the  patient  are  a  more  important  factor;  if  he  enjoys 
the  taste  and  odor  of  wine,  its  administration  may  promote  his  appetiter 
while,  on  the  other  hand,  if  he  has  a  distaste  for  wine,  it  will  prove 
harmful.  There  is  no  question  that  the  functions  of  the  stomach  are 
increased  h^-  pleasing,  and  retarded  by  unpleasant  tastes  and  odors. 
In  these  cases  "dry"  wines  are  to  be  preferred,  as  the  sugar  of  the 
sweet  whines  may  irritate  the  stomach;  champagne  may  be  used,  and 
the  wine  ought  to  be  given  immediately  before  or  during  a  meal. 

Cases  of  hemorrhage,  shock  and  other  forms  of  severe  and  sudden 
depression  of  the  heart  and  central  nervous  system  are  ver>"  frequently 
treated  by  the  administration  of  strong  alcoholic  preparations,  such  as 
brandy  and  whiskey,  this  treatment  being  based  upon  the  belief  that 
mlcohol  is  a  cardiac  and  respiratory  stimulant  It  is  extremely  diOicult 
to  estimate  the  value  of  a  remedy  in  these  conditions,  and  it  is  possible, 
that  it  may  be  of  benefit  in  some  cases  by  lessening  the  anxiety  and  pain 
of  the  patient  if  he  is  conscious.    But  the  beneficial  effects  of  alcohol  in 
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these  cases  has  been  much  questioned  in  recent  years,  and  the  belief 
that  it  is  of  little  value  is  certainly  more  widely  held  at  present  that  at 
any  previous  time;  in  experimental  shock  in  animals,  Crile  found  that 
alcohol  generally  increased  the  danger  when  given  in  average  doses^ 
and  that  smaller  dojjes  had  uo  beneficial  effects,  but  it  is  quite  possible 
that  in  man  different  results  may  be  obtained,  from  alcohol  acting  as  a 
narcotic  and  removing  nervous  symptoms  which  would  not  arise  in 
the  lower  animals.   In  unconsciousness  it  is  probably  of  no  value. 

In  sudden  chill  with  a  tendency  to  fever,  alcohol  is  often  of  great 
benefit,  especially  when  taken  in  the  form  of  brandy  or  whiskey  dilutetl 
with  hot  water.  Its  efficacy  here  would  seem  due  to  the  relief  of  the  con- 
gestion of  the  internal  organs  by  the  return  of  tlie  Mood  to  the  skin. 

In  many  cases  of  acute  inflammatory  disease,  the  prescription  of 
alcohol  seems  to  be  attended  with  benefit,  while  in  others  it  seems 
rather  to  increase  the  severity  of  the  symptoms.  No  special  indications 
can  be  given  for  alcohol  in  these  cases,  and  the  physician  must  be 
guided  by  its  effects.  It  may  tend  to  allay  tlie  irritability  of  the  nervous 
centres,  and  thus  reduce  the  delirium  and  slow  the  heart  and  respiration 
by  lessening  the  muscular  movement;  Cabot  and  Dening  and  his 
pupils  state  that  the  administration  of  alcohol  to  patients  is  not  follow^ed 
by  any  significant  rise  of  blood-pressure,  but  by  a  slight  fall  in  most 
cases.  Moreover,  the  tissue  waste  is  much  increased  in  fever,  and  at 
the  same  time  the  food  absorption  is  less  than  normally,  so  that  many 
of  the  symptoms  may  be  due  to  starvation  of  the  tissues.  The  food- 
value  of  alcohol  is  unchanged  by  the  presence  of  fever  (Ott) ;  it  demands 
less  energy  from  the  digestive  organs  than  fats  and  starchy  foods,  and 
has  a  higher  value  as  a  producer  of  energy  than  sugar.  It  cannot 
supply  the  place  of  the  nitrogenous  foods,  but  given  along  with 
them,  may  lead  to  a  greater  economy  of  the  tissues.  Strong  wines 
or  diluted  spirits  are  generally  employed  here  and  ought  to  be  given 
in  small  quantities  frequently. 

Alcohol  was  formerly  advocated  especially  in  septic  conditions,  and 
here  it  may  be  of  value  on  the  same  grounds  as  in  acute  fevers, 
although  it  does  not  seem  to  have  any  specific  action  in  septic  dis- 
ease, as  was  once  believed.  A  protest  has  recently  been  raised  against 
the  use  of  alcohol  in  these  cases»  on  the  ground  that  animals  subjected 
to  alcohol  succumb  more  readily  to  infection  than  coi)|rols  which 
have  received  no  treatment,  and  this  has  been  shown  to  be  true  even 
when  the  dose  of  alcohol  was  proportionate  to  that  often  advised  in 
the  treatment  of  these  cases  in  man  (Laitinen).  This  is  undoubtedly 
an  objection  of  great  weight,  but  it  must  not  be  forgotten  that  though 
alcohol  may  be  deleterious  in  this  way,  this  may  be  mure  than  compen- 
sated for  by  its  value  as  a  food  and  by  its  narcotic  efTects  allaying 
the  nervous  irritability  and  promoting  sleep;  this  narcotic  action  may 
very  well  be  conceived  to  be  of  benefit  to  man,  while  actually  prejudicial 

animals. 

In  some  chronic  forms  of  nervous  disease  alcohol  may  also  be  of 
value,  although  its  administration  must  always  be  guarded,  owing  to 
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the  tendency  to  the  formation  of  the  alcohol  habit*  Thus,  in  some 
fornas  of  metaitcholia  and  of  neuralgia  it  gives  relief,  and  some  authorities 
recommend  its  use  in  small  quantities  in  cases  of  distress  of  mind  from 
any  cause,  such  as  grief,  business  anxiety  or  depression;  undoubtedly 
alcohol  improves  these  conditions  by  its  narcotic  action  on  the  brain, 
but  the  danger  of  the  alcohol  habit  is  so  great  that  many  physicians 
refuse  to  take  the  responsibility  of  prescribing  the  drug  in  these  cases. 

In  certain  forms  of  brain  defect,  notably  in  epilepsy',  alcohol  often 
acts  with  unusual  power  and  sometimes  appears  to  cause  a  prolonged 
nervous  disturbance  which  is  very  deleterious  in  these  subjects. 

In  chronic  conditions  of  cachexia  and  loss  of  flesh  in  general,  and 
during  convalescence,  alcoholic  preparations  are  often  advised  simply 
as  foods,  and  in  these  cases  the  ales^  beers  and  porters  are  generally  to 
be  preferred  to  the  others,  provided  always  that  the  stomach  is  not 
irritated  by  them,  as  they  contain  other  foodstuffs  of  value  in  addition 
to  the  alcohol 

In  poisSnous  snake  bite,  alcohol  is  generally  administered  in  enor- 
mous quantities,  either  as  whiskey  or  brandy,  but  it  is  really  of  no 
value  in  these  cases  except  as  a  narctjtic. 

Alcohol  h  of  value  as  a  mild  hypnotic,  a  comparatively  small  quantity 
taken  before  retiring  being  often  sufficient  to  secure  quiet  and  refreshing 
sleep.  Beer,  or  spirits  and  water,  is  generally  used  for  this  purpose. 

Brandy  has  a  certain  reputation  in  the  treatment  of  the  milder 
forms  of  diarrhoea,  while  the  other  spirits  have  no  effect  in  this  condition* 
The  way  in  which  it  acts  here  is  unknown. 

In  the  prescription  of  alcohol,  the  ordinary  spirits,  brandy  or  whiskey, 
are  much  more  frequently  advised  than  the  pure  preparations,  as  the 
latter  are  more  apt  to  pall  upon  the  taste  of  the  patient.  Both  of  these 
spirits  ought  to  be  diluted  with  at  least  an  equal  quantity  of  water. 
The  wines  are  more  used  in  chronic  conditions,  although  diluted  spirits 
may  be  advised  here  also.  Beers  are  employed  only  in  debility  unac- 
companied by  gastric  symptoms. 

Alcohol  can  be  given  to  children  in  relatively  larger  quantities  than 
to  adults,  and  again  in  old  age  no  such  reduction  in  the  dose  is  required 
as  in  tlie  case  of  many  otlier  drugs.  Where  a  tolerance  for  alcohol 
has  been  cstahlished.  the  dose  has  often  to  be  more  llian  doubled  in 
order  to  have  any  effect,  and  in  acute  febrile  conditions  very  large 
quantities  of  alcohol  are  often  given  without  intoxication,  though  it 
seems  questionable  whether  an  equally  beneficial  result  could  not  be 
attained  with  much  smaller  doses.  In  gastric  irritation,  most  prepa- 
rations of  alcohol  are  contra-indicated,  but  champagne  is  often  of 
benefit  in  checking  vomiting,  especially  that  of  pregnancy  and  of  sea- 
sickness, this  effect  being  due  to  the  carbonic  acid,  not  to  the  alcohoL 
In  nephritis  and  other  inflammatory  conditions  of  the  genito-urinary 
tract,  alcohol  is  generally  avoided  on  account  of  its  supposed  effects  on 
the  epithelium. 

In  regard  to  the  Habitual  Us©  of  Alcohol  by  healtliy  persons,  all  authori- 
ties agree  that  it  is  a  luxury,  that  it  is  entirely  unnecessary  for  the 
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of  tltt  fItnrottV  i^^iCeiD,  At  the  ftame  time  it  is  dlflkolt  Co  prort  that 
dlHr  MOdmtt  HM  of  fticoho^  b  uijunous,  for  when  taken  after  work 
H  iwmt  to  OHW  DO  {mpatniicnt  of  the  capad^  for  work  next  day  and 
ifUfi  mam  to  raowv«  the  teoie  of  btigoe.  And  in  many  it  uodoubt- 
idljr  pmnoCef  happifiWM  and  diayi  the  worrit  and  anjdeties  of  life. 
AUenipt*  have  boeo  floade  to  show  that  even  the  moderate  use  of 
ftleohol  \mmm  the  rmatanoe  to  the  onset  of  disease,  but  these  have 
i  not  botn  ftU!0Mif(il.  There  are,  however,  two  considerations  which  may 
I**-  broujfSt  n;  •  'le  uae  of  alcohol  even  in  the  most  strictly  limited 
qimutitjcn,  I  ^  these  in  drawn  from  tliestatbtics  of  life  msurance, 
ill  whifK  it  ifl  Umtui  iUut  the  prospects  of  longevity  are  considerably 
better  tor  UtUil  al^tniner^  ttian  for  even  moderate  users  of  alcohol. 
IImj  neeoiMl  in  ti)»t  in  u  Mirjfil]  (Hrrcentage  of  persons  the  moderate  use 
(tf  ntr'ttlittt  til  t'hnuiu:  fik'oholism. 

'J'lir!  Itfihitiiul  ihcliili^riK'ir  in  alroliol  to  excess  Is  more  easily  intelligible 
than  mim  oihvr  chronic  intoxications,  for,  unlike  nicotine,  alcohol 
in  tiikcti  not  only  for  ita  I(K'h1  r\U'vU  on  the  organs  of  taste  and  on  the 
niiifnui  inrinhnmrH  of  the  inoiith  juicl  stoinnch*  but  also  for  its  action 
rill  iKr  liniiit  in  iiiiinljiii^  llie  coiiTicioiHn^^ss  of  iinhappincss,  and  this 
w<*akritinK  of  tin*  Iii^Iut  HciiHibilitics  by  drink  is  generally  tlie  object 
i»oti((bt  by  ilie  ilrunkunl.  He  finds  tluit  under  alcohol  his  habitual 
ilrfHTnniim  diNiiftiMNiri,  and  he  loses  tbc  sense  of  de^jradation  and  remorse 
hIiIi'Ii  [MiHHtviM'H  liiiii  wfuMi  Hobcr.  Tlu*  depression  returns  in  exaggerated 
form  ftUvr  tlir  flTrrts  of  thv  ilrtig  Iiave  piissrd  ofT»  U\it  it  can  be  removed 
u^iiiii  by  llir  nrune  iiiciih^,  and  in  this  way  the  Imbit  is  formed,  each 
unrci'Hsivr  done  beiriK  nMuiereil  neeessnry  by  the  depression  produced 
by  ilN  predecessor.  This  «les(Tnt  into  chronic  drunkenness  is  facilitated 
by  ibe  leH.Hrtiiii^  of  the  seir-eonlrol,  owiri^  to  the  nctitin  of  alcohol  on  the 
hfrtln,  The  vii'tiin  may  fi>rui  the  best  of  resolutions^  but  his  impaired 
will  power  anil  nelf-cMiitrol  nre  unable  to  carry  them  out. 

The  H>'iii]>(oniM  of  Chronic  Alcoholism  nre  unfortunately  common^  but 
may  Ive  Inattnl  better  in  detail  in  c*t>nnection  with  various  forms  of 
di;*enHe,  with  wliirli  lliey  art*  assoriatinl  more  closely  than  with  the 
rITwts  ]muhard  by  the  nu^liciual  use  of  the  drug.  The  earliest  symp- 
liHUS  «w  ^ct'uemlly  observnl  in  the  stomach,  thrmt  and  larynx,  and 
i"^m^i«t  of  a  i^hrottie  catarrh,  which  h  often  acctunpanied  by  skin  affec- 
tuuvs,  such  as  injivtion  of  the  cutantHius  vessels  (es|>ecially  of  those  of 
tht^  faaO,  rtcue,  i^r  pustuhir  eruptions.  Fatty  dej^neration  occurs  in  the 
livt^r  e»(Hvitdl\',  and  is  mud  to  amunjvinitNi  by  a  marked  decrease  in 
the  lecithin  and  other  li|Hmls  of  the  cells.  Cirrhosis  of  the  liver  is  not 
now  believer!  to  W-  the  *iirrin  result  of  alcoholism.  Fatty  degeneralicwi 
i»  als^*  fotuid  in  the  arterial  walls  throughout  the  IkmIs  ,  and  favors  the 
dewK^pmeut  of  atlu^r^nua  and  artrnodclerofsis^  which  may  lead  to 
small  aueurywnal  dilfltaliiUis,  ecchjmoKS,  or  apop4«c\\    The  heart 
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undergoes  more  or  less  fatty  change,  whidj  h  accompanied  by  dilatation 
and  weakness.  In  the  central  nervous  system,  the  nutrition  is  imperfect 
owing  to  the  vascular  changes,  but  in  addition  to  this,  alcohol  has  a 
special  action  on  the  neurons,  which  is  betrayed  by  the  disappearance 
of  the  chromatin  granules,  and  eventually  by  shrinkage  of  the  whole 
celL  These  alterations  in  the  central  nen'oiis  system  lead  to  impairment 
of  memory,  self-control  and  the  other  higher  mental  processes.  Tremor, 
convulsive  attacks,  hallucinations  and  mania  are  eventually  followed 
by  idiocy  and  paralysis  in  the  worst  forms  of  the  disease.  The  periph- 
eral nerves  seem  to  be  acted  on  directly  as  well  as  through  the  changes 
in  the  centres,  for  neuritis  has  been  frequently  observed,  ending  in 
local  paralysis,  A  form  of  amblyopia  commencing  by  atrophy  of  the 
retinal  ganglion  cells  and  later  extending  to  the  fibres  of  the  optic 
nerve  has  recently  received  some  attention;  it  is  much  more  readily 
elicited  by  methyl  than  by  ethyl  alcohol  A  characteristic  result  of 
chronic  alcoholism  is  delirhm  Uemens,  an  acute  attack  of  insanity, 
which  is  liable  to  occur  after  any  shock,  such  as  ha-morrhage  or  acute 
disease*  but  which  is  said  to  be  also  produced  by  the  sudden  withdrawal 
of  alcoholt  and  sometimes  occurs  without  any  apparent  immediate 
cause.  It  is  characterized  by  tremor,  perspiration,  sleeplessness^  fear, 
excitement,  and  hallucinations  of  the  various  senses,  which  differ  from 
many  other  hallucinations  of  insanity  in  consisting  of  the  multiple 
appearance  of  the  same  object.  These  objects  are  often  animals^  such 
as  snakes,  rats,  dogs,  but  the  hallucinations  are  not  confined  to  those 
of  sight,  for  whispering  voices  are  complained  of  not  infrequently. 

The  more  severe  forms  of  chronic  alcoholism  are  confined  almost 
entirely  to  the  drinkers  of  undiluted  spirits.  Beers  and  wines  seldom 
cause  any  distinct  lesions  in  the  brain  in  themselves,  unless  spirits  are 
also  indulged  in.  The  abuse  of  the  weaker  preparations  of  alcohol  is 
always  liable  to  lead  to  that  of  the  stronger,  however,  as  tolerance  is 
established  and  the  former  lose  their  effect.  The  combinBtion  of  spirits 
and  malt  liquors  is  said  to  be  more  liable  to  produce  delirium  tremens 
than  the  abuse  of  either  alone. 

The  disastrous  effects  of  the  abuse  of  alcohol  are  seen  in  the  statistics 
of  the  hospitals,  prisons,  and  asylums  in  nearly  ail  countries,  but  more 
especially  in  those  in  which  the  population  is  addicted  to  spirits,  A 
large  percentage  of  crime  is  admittedly  done  under  the  influence  of 
alcohol  or  as  a  direct  result  of  alcoholic  excess,  which  is  also  responsible 
for  a  large  part  of  the  pov  erty  and  misery  of  the  lowest  classes  of  the 
population.  A  considerable  proportion  of  the  admissions  to  lunatic 
asylums  is  also  often  ascribed  to  alcoholism,  altliough  Mott  has  pointed 
out  that  this  factor  is  not  infrequently  exaggerated.  And  it  must  be 
taken  into  account  that  only  the  more  extreme  cases  come  under  the 
categories  of  criminals  or  lunatics,  and  tlie  enormous  number  of  cases 
of  disease  directly  caused  or  aggravated  by  tlie  lesions  due  to  alcohol 
escapes  recognition.  At  tlie  same  time,  it  is  beginning  to  be  appreciated 
that  chronic  alcoholism  itself  is  probably  due  to  a  mental  defect,  so  that 
in  a  certain  number  of  these  cases  of  insanity  and  crime,  the  over- 
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indulgence  in  alcohol  must  probably  be  considered  a  symptom  and 
not  a  cause.  On  the  other  hand^  alcoholic  excess  aggravates  the  mental 
defect  in  these  cases  both  by  its  direct  action  and  through  the  social 
and  economic  disabilities  which  arise  from  it;  and  this  aggravation 
of  a  congemtal  weakness  can  be  avoided  only  by  abstention  from 
alcoholic  beverages.  Attempts  have  been  made  of  late  years  to  demon- 
strate that  the  effects  of  alcohol  are  hereditary,  that  the  children  of 
alcoholists  supply  a  larger  proportion  of  cases  of  insanity  and  crime 
than  those  of  the  rest  of  the  population*  It  would  seem  more  probable, 
however,  that  the  alcoholic  excesses  of  the  parent  have  no  direct  effect 
on  the  offspring,  except  in  their  nutrition  at  birth,  but  that  the  mental 
defect  which  leads  to  alcoholic  excess  in  the  one  getieration  is  inherited 
and  leads  to  crime  or  insanity  in  the  next.  The  deleterious  effect 
of  the  alcoholic  habit  in  the  parent  on  the  nutrition  of  the  offspring 
is  a  well-established  fact.  It  has  been-shown  experimentally  by  Hodge, 
who  states  that  only  a  small  percentage  of  the  puppies  born  of  parents 
treated  with  alcohol  survive,  and  further  that  they  are  peculiarly  liable 
to  infectious  disease,  such  as  distemper* 

The  ireaimeni  of  acute  alcoholic  ini^Ticaiioji  is  to  evacuate  the  stomach 
by  means  of  the  soft  elastic  tube.  The  patient  ought  to  be  put  in  bed 
and  kept  warm,  as  there  is  a  tendency  to  a  marked  fall  in  the  body 
temperature.  In  case  of  great  congestion  of  the  braiuj  cold  may  be 
applied  in  the  form  of  ice-bags  to  the  head,  and  some  authorities  recom- 
mend bleeding.  In  cases  of  extremely  deep  unconsciousness,  nervous 
stimulants,  such  as  caffeine  or  strychnine,  may  be  had  recourse  to,  and, 
as  a  last  resort,  artificial  respiration. 

Chronic  alcoholiam  is  to  be  treated  by  the  withdrawal  of  the  poison, 
and  this  Is  best  done  gradually,  as  the  immediate  stoppage  may  lead  to 
delirium  tremens.  It  is  often  necessary  to  incarcerate  the  patient  in 
some  retreat,  A  large  niunber  of  drugs  have  been  advocated  in  these 
cases,  some  of  them,  such  as  opium,  acting  as  substitutes  for  alcohol, 
others  (capsicum)  replacing  the  local  action  cn  the  stomach.  The  use 
of  opium  and  other  narcotics  may,  however,  lead  to  a  craving  for  these 
which  is  quite  as  serious  as  the  original  condition.  Another  method 
of  treatment,  which  appears  to  be  successful  in  some  cases,  is  the  addi- 
tion of  nauseating  drugs  such  as  ipecacuanha  or  apomorphine  to  the 
alcohol  which  is  supplied  to  the  patient.  The  association  of  nausea 
with  liquor  eventually  becomes  so  strong  that  alcohol  in  any  form 
becomes  distasteful.  The  organic  lesions  must  be  treated  individually. 

The  treatment  of  delirium  tremens  generally  consists  in  the  use  of 
chloral  or  opium  to  lessen  the  excitement.  It  is  often  necessary,  or  at 
any  rate  advisable,  in  these  cases  to  allow  small  quantities  of  alcohol, 
as  the  sudden  withdrawal  may  aggravate  the  condition. 

Bibliography, 


Ad  admirable  critical  survey  is  eiven  by  Ah^  Atwaier,  ChiiiUndtn»  and  WeUK^  in 
Physiological  Aapecta  of  the  Liquor  Problem,  Boston  aiid  New  York,  1903- 

<7.  Ro^enjtld.  Dor  EinBu^ia  dea  AlkoholB  auf  den  Organi^mug.  Wicibaden.  l&O] 
very  oomplele  bibliography). 


ETHER  AND  CHLOROFORM 


199 


ButiQt.   Die  AJkt>holfr&£e,  L^ipKig, 

Jac^usl.    Diti  Stdlunganahme  dea  Antes  cur  AtHtIn«nxfnffe,  B&sel,  ISOO, 
Pohi,   Arch.  L  exp.  Path,  u,  Pbarm,.  iiii.  p.  281,   Scbmiedebere'a  F^tirhrin.  p,  437, 
Chittendm  and  Mmdrl.   Axnvr  Jour,  gf  the  Med.  BviKacn,  1896,  p.  35.    Am«r.  Joura. 
of  Physiol.,  1.  p.  164. 

KT(tepeiin.,     Ueber  die  Be^influAsun^  eiiifaeher  paychiscber  Vorg&DEe  durch  daisfl 
Anneimittel,  Jenn,  1892.    An^  ia  KracpeMji'a  Faychotagiache  Arbeiten,  i— iv,  pattsim, 
Rivera.  Thfi  tndueuce  of  al<?-ohoi  atid  other  drufs  on  fatiguG,  Lobdon,  1008. 
Do4ffe  atid  Benedict.    Psyoholofiical  E£feet4  of  AIoqIiqL  Wuhioftoo,  1915. 
Carlton.    Amer.  Jour,  of  Phys.,  xxxii^  p.  252. 
Lw6.  JouriL.  Atner.  Med.  Aasoe,,  19  L5,  i,  p.  £08. 
SUioart,    Joura,  Pbarm.  Bad  Exp.  Ther,,  vii,  p,  351, 
Brautr.   Ztschr.     phyniol.  Chem.»  xt»  p.  163. 
Frinffiheim,   Bjocheca.  Ztschr  ^  xii,  p.  143. 

Reid  Hunt.    Hysi^mf!  Labtvratory  Reportt  So.  33,  Waahia^tgn,  1907. 
Duritf.   Arch-  f.  d.  ess.  Phya.,  cxiiL,  pp.  213*  341. 
Schumbtrg.  Arob.  f,  [Aaal.  u.]  Phys.,  1399.  Suppl..  p. 
Schtfftr.    Arch.  (.  exp.  Path,  u,  Pharm.,  kHv,  p,  34. 
HiiiMttn.   Ska&d.  Arab.  t.  Phya.  xvi,  p.  139;  xiz,  p.  201. 
Dism.   Joura.  of  Fhys.,  xxv,  p,  346. 
Lo^b.  Arch,  f,  «xp.  Path.  u.  Pharm.,  Hi,  p,  459. 
Micifint.    Amer.  Journ.  of  Physiology,  xli,  p.        Journ.  of  Fhsjin&colo^,  'a,  p.  441, 
Iteich.    Ajch  f.  Hygicae,  Ixixiv,  p.  337, 
Scftnjfdcr.   Pflf^ger's  Archiv,  xciii,  p.  451, 
£sissmann.   FdQ^er's  Archtv,  Ixxvii^  p.  405:  Ixxxvt,  p.  307. 
Hmmann,   Aroh.    Hya-,  nivj.  p.  J:  xli,  p.  85. 

Atioaler  and  Brwdid.    U.  S.  Dept.  of  AgncuLturQ  Exp«r,  3C4tioil  Bulletin  No.  69. 
Ott.   Arch.  f.  txp.  Path.  u.  PhArm..  xlvii,  p.  267. 
OreharU,   Joum.  de  rAnatomie,  xxxvi.  p.  143. 

Abbott.   Joiirn.  of  Exp.  Med.,  i.  p.  477;  Univ.  of  Penndylvaiiia  Mvd,  BtUI,,  Sept.,  1002. 
Lailintn.   Ztschr.  f.  Ifygiene,  xxxtv,  p.  2il6^  Iviii,  p.  139. 
Birch-Hirsch/eid.   Arch.  f.  Ophihalmotoeie,  Lii.  p,  Ut,  p.  68, 

Paion  and  Ea*<fn.   Joar.  of  Physiol.,  xxvi,  p.  166. 

Harrinfftsn.   BmtoD  Med.  and  Surg.  Journal,  19€3.   {Germicidal  action.} 
BuUer  and  Wood.   Joum.  of  Amer,  Med.  Assoc,,  1904,  ii 
Brooke.   Journ.  Atner.  M^.  Assoc.,  1910,  ii,  p.  372. 
Mende£  and  fiitditch.  Amer.  Joum.  Ph>'^io]..  xxvii.  p.  1. 
Sv/eithvimtr.    Deutsch.  Arch.  f.  ktln.  Me<d.,  oix,  p.  271. 
Vatit.  Arch.  f.  d.  f^es.  Phys.,  cxxxviii.  p-  85;  cxiii,  p.  210;  cxlv,  p.  2ia 
TBfjtl.  Brexina,  and  Ouriff.   Biocbera,  Ztscbr..  1,  p,  396. 

Denniff,  Hindelang^  and  GrUnbaum.    Deutsch.  Arch,  f.  kiia.  Med.,  xavt,  p,  153. 
Moti.   Brit.  M«d.  Joum.,  1911,  i,  p.  13^1, 


2,  Generftl  An^&stlieties— Ether  and  CblorofontL 

The  term  general  anfesthetics  is  employed  to  indicate  substances 
used  to  produce  unconsciousness  sufficiently  complete  to  allow  of  sur- 
gical operations  being  performed.  In  the  history  of  medicine  there 
are  repeatedly  abscure  allusions  to  substances  used  for  this  purpose,  but 
it  was  not  until  the  end  of  the  first  half  of  the  nineteenth  century  that 
the  era  of  surgical  anspsthesia  really  opened.  In  1798  Davy  advised 
the  use  of  nitrous  oxide  as  an  aoEesthetic,  but  no  practical  use  was 
made  of  his  suggestion,  and  Wells  may  be  said  to  have  rediscovered 
this  property  of  the  gas  in  1844,  though  his  efforts  to  introduce  it 
into  general  use  met  with  no  greater  success  than  Davy's.  Long 
used  ether  in  1842-1843  in  surgical  operations,  but  did  not  give  any 
publicity  to  his  discovery,  and  the  honor  of  demonstrating  publicly 
the  practical  use  of  ether  in  surgery  must  be  awarded  to  Jackson 
and  Morton  in  1846.    In  1847  Simpson  introduced  chloroform  to  the 
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medical  profession  as  a  substitute  for  ether,  over  whicli  he  suppose*! 
it  to  pos&ess  several  advantages.  Its  pharmacological  action  had  been 
examined  some  moiitlis  earlier  by  Flourens,  but  Simpson  appears 
to  have  tnade  his  investigations  quite  independently*  Chloroform  soon 
oustetJ  ether  in  popular  favor  in  Europe,  and  although  in  America  a 
considerable  number  of  surgeons  continued  to  use  it,  etlier  had  prac- 
tically fallen  into  complete  disuse  throughout  Europe,  save  in  Lyons, 
until  a  few  years  ago.  The  continually  increasing  number  of  accidents 
in  chloroform  antesthesia  has,  however,  caused  a  reaction  to  set  in  in 
favor  of  ether,  and  it  has  been  once  more  reinstated  as  the  rivals  and 
perhaps  as  the  superior,  of  chlorofonn  tluoughout  tlie  world.  Even 
in  ISSO,  however,  Kappeler  could  wTite  that  in  Germany  chlorofonn 
was  used  exclusively. 

Many  attempts  have  been  made  to  introduce  other  substances  of 
the  methane  series  as  substitutes  for  the  two  generally  recognized 
aniesthetics,  but  as  yet  no  otlier  has  attained  popular  favor.  Soon 
after  the  introduction  of  ether  and  chloroform,  nitrous  oxide  gained  a 
permanent  footing  as  an  ansesthetic  for  short  operations. 

These  anoestlietics  are  invariably  given  by  inhalation  and  not  by  the 
stomach,  as  it  is  found  that  the  exact  depth  of  the  narcosis  can  be 
much  more  easily  controlled  by  the  former  method.  Both  the  absorp- 
tion and  excretion  of  these  drugs  occur  almost  entirely  by  the  lungs, 
according  to  the  ordinary  physical  laws  of  the  absorption  of  gases  by 
fluids.  The  more  concentrated  the  vapor  of  chloroform  in  the  lungs, 
the  greater  is  the  quantity  absorbed  into  the  blood  and  the  deeper 
the  narcosis.  By  regulating  the  proportion  of  the  vapors  in  the  air  in- 
haled, therefore,  an  anaesthesia  of  any  desired  depth  may  be  induced* 
The  degree  of  narcosis  and  of  danger  is  not  indicated  by  the  actual 
amount  of  the  antesthetic  which  has  been  used,  but  by  the  concentra- 
tion of  the  vapors  which  have  been  inhaled;  one  patient  may  in  the 
course  of  a  long  operation,  inhale  and  again  exhale  many  ounces  of 
chloroform  without  danger,  while  another  may  be  thrown  into  a  position 
of  extreme  peril  by  the  inhalation  of  a  few  drops  of  chloroform  in  con- 
centrated vapor. 

Symptoms. — The  action  of  chloroform  and  ether  may  be  divided 
into  three  stages:  (1)  ihat  of  imperfect  consciousness;  (2)  that  of 
excitement;  (3)  that  of  anffstliesia. 

The  first  effect  of  their  application  is  a  feeling  of  asphj^Ia,  which  b 
especially  marked  in  the  case  of  ether,  and  of  warmth  of  the  face  and 
head  and  eventually  of  the  whole  body.  The  senses  become  less  acute, 
the  patient  seeming  to  see  only  through  a  veil  of  mist,  and  the  voices 
of  those  in  the  immediate  neighborhood  appearing  to  come  from  a 
distance.  Ringing,  hissing  and  roaring  in  the  ears  and  a  feeling  of 
stiffness  and  of  inability  to  move  the  limbs  herald  the  approach  of 
unconsciousness.  With  the  exception  of  the  first  feeling  of  suffocation, 
the  sensations  are  generally  pleasant.  During  this  stage  the  face  is 
generally  flushed,  the  pupils  enlarged,  the  pulse  is  somewhat  accelerated, 
and  the  respiration  may  be  rendered  irregular  by  the  sense  of  suffocation, 
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or  may  be  slightly  quickened.  Even  at  this  early  stage  sensation  is 
blunted. 

The  second  stage  of  excitement  varies  extremely  in  different  indi- 
vidual. In  some  cases,  especially  in  children,  it  is  entirely  absent, 
and  in  others  its  presence  may  be  indicated  merely  by  tremor,  by  the 
stretching  of  the  limbs,  or  by  irregularities  in  the  respiration,  but  in 
the  majority  of  cases  of  anaesthesia  it  is  much  more  marked.  It  often 
begins  by  movements  of  the  arms,  designed  either  to  push  away  the 
inhalation  mask  or  to  enable  the  patient  to  rise;  soon  his  other  muscles 
are  involved  in  the  movement;  he  struggles,  shouts»  sings,  groans, 
or  bursts  into  laughter.  The  movements  are  not  generally  imcodr- 
dinated,  but  are  evidently  the  result  of  some  dream-like  condition  of 
the  consciousness,  and  these  dreams  are  often  connected  with  the 
operation  or  with  the  surroundings  of  the  patient  before  the  inhalation 
began.  They  are,  of  course,  determined  largely  by  his  natural  mode 
of  thought—one  person  prays  aloud  and  sings  hymns;  another  abuses 
the  surgeon,  the  hospital  and  all  his  recent  surroundings,  while  yet 
another  is  overcome  with  the  fear  of  impending  death  and  laments 
his  unfortunate  position.  In  this  stage  the  pulse  is  generally  quick- 
ened»  the  skin  is  flushed  and  often  cyanotic,  the  respiration  is  extremely 
irregular  from  the  strugghng,  and  the  pupil  continues  somewhat  dilated, 
if  the  anaesthetic  be  pushed,  however,  the  movements  soon  become  less 
powerful,  the  muscles  relax  and  the  stage  of  anaesthesia  sets  in. 

In  the  third  stage  the  face  assumes  a  calm,  death-like  appearance 
from  the  relaxation  of  the  muscleSi  the  pupils  contract  somewhat  and 
do  not  react  to  light.  The  reflexes  disappear,  one  of  the  last  to  go 
being  the  closure  of  the  eyelids  on  touching  the  cornea.  The  pulse 
is  generally  somewhat  slow  and  weak;  the  face  is  pale  in  chloroform 
aniesthesia,  but  may  be  suffused  and  cyanotic  after  ether.  The  respira- 
tion is  slow  and  shallow,  but  regular.  This  stage  of  anaesthesia  may 
be  kept  up  for  hours  without  much  change  by  the  repeated  inhalation 
of  small  quantities,  although  the  pulse  tends  to  become  weaker  and 
the  respiration  shallower  unless  the  greatest  care  be  exercised,  and 
the  body  temperature  invariably  sinks.  When  the  administration 
ceases,  the  patient  passes  again  through  the  excitement  stage,  which, 
however,  is  not  generally  as  violentj  although  it  may  be  more  pro- 
longed, and  then  often  sinks  into  sleep,  which  lasts  several  hours. 
Not  infrequently,  however,  instead  of  sleep,  nausea,  giddiness  and 
vomiting  continue  for  some  time  after  the  recovery  of  consciousness. 

In  surgical  anaesthesia,  the  third  stage  is  often  interrupted  by  short 
intervals  of  semi-consciousness  and  slight  excitement  if  the  adminis- 
tration of  the  drug  be  interrupted  occasionally. 

The  use  of  these  drugs  is  so  widespread,  and  the  indications  of 
danger  in  anaesthesia  are  so  important  that  a  more  detailed  account 
of  the  alterations  observed  during  their  use  in  the  human  subject  may 
be  inserted  here. 

The  pvhe  k  often  somewhat  accelerated  before  amesthesia,  owing  to 
the  anxiety  and  nervousness  of  the  patient,  and  in  the  first,  and  still 
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more  the  second  stage»  a  further  acceleration  may  occur  from  the  same 
cause,  although  in  other  instances  marked  slowing  of  the  pulse  may 
set  in  here  from  reflex  stimulation.  When  the  stage  of  anesthesia  is 
reached,  the  pulse  becomes  slower  and  weaker  than  normally,  and  this 
change  increases  with  the  depth  of  the  anaesthesia  produced.  It  remains 
perfectly  regular,  however,  in  ordinary  cases,  and,  in  fact,  unless  the 
anfestbesia  has  reached  an  extremely  dangerous  stage.  In  very  pro- 
longed^ deep  anaesthesia  the  weakness  of  the  pulse  may  give  rise  to 
anxiety,  especially  if  the  temperature  of  the  body  is  very  low. 

The  respiration  is  generally  fairly  regular  until  the  second  stage, 
save  that  the  breath  may  be  held  for  some  time  owing  to  the  choking 
sensation,  and  a  deep  gasp  may  follow;  coughing  is  occasionally  met 
with,  especially  in  the  first  stage  of  ether  aniesthesia,  Iq  the  second 
stage,  the  respiration  is  extremely  irregular  when  the  excitement  is 
violent.  The  respiratory  muscles  are  involved  in  the  general  con- 
vulsive movements,  so  that  no  air  whatever  can  enter  the  lungs  for 
several  moments,  and  then  several  deep  gasps  may  follow  and  load  the 
blood  with  concentrated  vapor  During  the  third  stage  the  respiration 
becomes  regular  but  shallower  and  slower  than  before  the  ansesthetic 
was  applied,  and  if  the  operation  be  prolonged,  the  weakness  of  the 
respiration  may  give  rise  to  alarm*  Large  quantities  of  saliva  and 
mucus  may  hinder  the  respiration  and  require  removal,  and  a  common 
occurrence  is  the  production  of  snoring  from  the  falling  back  of  the 
tongue,  and  this  may  also  require  attention. 

The  behavior  of  the  pupil  is  of  some  importance  in  anaesthesia. 
During  the  first  and  second  stages  it  is  generally  somewhat  dilated, 
but  as  soon  as  complete  unconsciousness  is  attained,  it  becomes  rather 
narrower  than  it  is  normally.  As  the  patient  recovers,  the  slight 
dilatation  recura,  and  if  the  respiration  and  circulation  be  danger- 
ously weaki  this  dilatation  also  occurs  in  most  cases.  Dilatation  of 
the  pupil  in  the  stage  of  anaesthesia,  therefore,  indicates  danger,  unless 
it  is  accompanied  by  symptoms  of  returning  consciousness,  such  as 
reflex  movements  and  vomiting. 

The  hypersecreiion  of  saliva  and  of  bronchial  mucus  is  much  more 
marked  in  etlier  than  in  chloroform  antesthesia.  Vomiting  occurs  so 
frequently  during  anesthesia  that  it  may  be  looked  upon  rather  as  one 
of  the  attendant  phenomena  than  as  an  accident.  It  may  set  in  prac- 
tically at  any  time,  but  is  more  often  seen  in  the  late  than  the  early 
stages,  and  more  frequently  when  the  anfesthetic  is  applied  soon  after 
a  meal  than  when  the  stomach  is  empty. 

Action,— The  action  of  ether  and  chloroform  on  the  Central  Nervoua 
System  is  evidently  similar  to  that  of  alcohol,  although  the  phenomena 
habitually  elicited  in  the  use  of  the  former  are  very  rarely  produced 
by  the  latter.  In  all  three  intoxications,  how^ever,  there  may  be  ob- 
served the  sieges  of  lessened  consciousness,  of  excitement,  and  of  total 
unconsciousness.  Alcohol  was  formerly  administered  in  very  large  quan- 
tities to  allow  of  surgical  procedure,  and  ether  has  not  infrequently  been 
used  as  an  habitual  intoxicant. 
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Tliese  anaesthetics  produce  the  same  progressive  paralysis  of  the 
central  nervous  system  as  alcohol,  commencing  with  the  highest  cerebral 
functions,  those  of  self-control,  and  passing  downward  through  the 
lower  intracranial  divisions.  The  spinal 
cord  is  affected  before  the  medullary 
centres,  which  are  the  last  part  of  the 
central  nervous  system  to  become  paral- 
yzed. The  question  arises  here,  as  under 
alcohol,  whether  a  stage  of  stimulation 
does  not  precede  the  depression  of  the 
motor  functions,  and  it  is  certainly  difficult 
to  believe  that  the  wild  excitement  often 
seen  in  the  second  stage  is  due  to  the 
suppression  of  the  self-control  only.  It 
may  be  remarked  that  the  depression  of 
the  motor  areas  has  been  shown  experimen- 
tally in  the  ease  of  chloroform  and  ether»  a 
much  stronger  electric  stimulus  being  net^s- 
saiy  to  produce  movement  of  a  limb  after 
these  drugs  than  before  them;  their  excita- 
bility by  the  electric  current  has  not  been 
tested,  however,  during  the  excitement 
stage. 

The  ancesthesia  is  not  produced  equally 
rapidly  throughout  the  body,  the  back  and 
the  extremities  first  becoming  insensible, 
then  the  genital  organs  and  rectum  and, 
last  of  all,  the  parts  supplied  by  the  tri- 
geminus. The  reflexes  of  the  spinal  cord 
are  depressed  by  small  quantities  of  ether 
or  chloroform  and  are  finally  paralyzed  com- 
pletely; sometimes  ether  increases  the  re- 
flexes for  a  short  period  (Lceuwen).  The 
character  of  the  reflex  is  changed,  for 
Sherrington  finds  that  stimulation  of  an 
afferent  nerve  which  normally  causes  a 
reflex  contraction,  may  under  chloroform 
be  followed  by  inhibition,  A  similar  re- 
versal has  been  described  in  the  medulla 
oblongata  by  Bayliss, 

Both  of  the  aruesthetics  affect  the  sen- 
sory functions  before  the  motor,  as  is 
shown  by  movements  occurring  long  after 
all  sensation  has  disappeared.  And  Bern^ 
stein  foubd  in  some  cases  that  if  chloroform 
was  excluded  from  an  area  of  the  spinal 
cord  by  destruction  of  part  of  the  pia 
mater,  reflexes  could  be  elicited  In  other 


Diagram  of  ibe  spiniiJ!  cci 
A-B  part  of  the  cord  vxposed  to 
th*  EPtion  of  chlorofono;  B~C 
part  UDBffecEed.  A  aeuwry  im- 
presaioQ  imveling  by  tht  po*- 
terior  root  fibre  D  doea  Dot  elicit 
a  reficx  movement,  but  one  reach' 
ins  th«  cord  throush  the  unaf- 
fected root  E  QiuKB  reflex 
impulBBSt  which  may  be  seat 
out  by  the  motor  cells  F,  F  iu 
the  unaffected  area,  or  by  P*\  F* 
in  the  poidoned  urea-  Th9  >i%11b 
of  the  snterior  honi«  F.  F'  and 
the  dendrites  vurrounduis  thaioi 
are,  thererore,  intact  aft«r  the 
reflex  itrc  a  interrupted  at  aotna 
other  point < 
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parts  of  the  coril  by  the  irritation  of  sensory  nerves  whose  cells  lay  in 
the  protected  area,  while  irritation  of  nerves,  the  cells  of  which  were 
exposed  to  the  chloroform,  had  no  effect  (Fig,  6).  In  the  protected 
area  there  were,  of  course,  both  motor  and  sensory  cells,  and  an  im- 
pulse reaching  the  protected  sensor\'  cell  was  transmitted  to  the  neigh- 
boring and  also  to  more  distant  motor  cells.  An  impulse  reaching  the 
exposed  sensory  cell^  on  the  other  hand,  was  not  transmitted  to  the 
motor  cells,  althongli  these  were  shown  by  the  first  part  of  the  experi- 
ment to  be  capable  of  stimulation.  This  experiment  is  best  interpreted 
by  supposing  that  the  anaesthetics  act  first  on  the  first  synapse  in  the 
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TmciQgB  of  the  T'eapttatioii  (upper)  ancl  bloDcl-preagitre  (iQw^t)  of  a  rabbit  at  tbo  bcgiii^ 
□iog  of  ether  imhalaUon,  which  is  iadicated  by  the  arrow.  The  rcspiratiun  immedifitely 
beoomes  very  Bhallow,  and  ihen  after  a  pause  becomes  slow  &nd  deep  (reflex  inbibitiou). 
The  blood-pressure  tisaa  aad  the  pulac  is  glowed  by  reflexes  ActLnK  on  the  vuaiiiQtar  &ad 
VAgXifl  centres.  The  normal  cohdition  is  restored  At  nnco  when  the  ether  is  removed 
from  the  noK  A. 

cord  that  is  met  by  an  afferent  impulse.  Later,  however,  the  motor 
cells  or  their  synapses  are  also  paralyzec!,  as  is  shown  by  stimulation 
of  the  cord  having  no  effect,  even  when  the  respiration  is  still  active. 

Electrical  stimulation  of  the  cerebral  motor  areas  produces  movement 
for  sometime  after  sensation  has  been  lost,  but  as  the  aneesthesia  becomes 
deeper,  their  irritability  disappears.  Finally  the  medullary  centres  are 
also  paralysed  by  the  anfesthetic.  There  is  some  evidence  that  they 
are  first  stimulated  directly  by  chloroform  and  ether  (page  205),  The 
medullary  centres  are  liable  to  be  affected  by  reflex  stimulation  up 
to  the  moment  at  which  they  cease  to  send  out  impulses,  for  the 
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respiratory  ceatre  responds  to  stimulation  of  the  superior  laryngeal 
nerve  as  long  as  the  respiration  continues.  It  is  possible  that  the 
motor  cells  are  not  directly  paralyzed  by  the  drug,  but  can  only  send 
out  impulses  received  from  the  sensory  cells,  and  that  the  paralysis 
of  these  is  the  cause  of  the  asphyxia. 

Shortly  stated,  the  direct  action  of  chloroform  and  ether  on  the  central 
nervous  system  is  a  descending  depression  and  paralysis  which  affects 
the  medullary  centres  last  of  all,  and  which  involves  the  synapses  on  the 
sensory  and  receptive  tracts  sooner  than  the  motor  neurons. 

The  action  of  chloroform  and  ether  on  the  Respiratory  Centre  is 
partly  direct  and  partly  indirect.  In  the  first  stage,  the  respiratory 
movements  may  be  slowed  or  stopped  temporarily  by  a  reflex  action 
set  up  by  the  irritation  of  the  terminations  of  the  trigeminus  in  the 
nose  and  throat  and  of  the  pneumogastric  in  the  larynx  and  bronchi^ 
but  this  interruption  is  only  of  short  duration  and  may  be  induced  by 
any  irritant  applied  to  the  respiratory  passages  (Fig,  7).  During  the 
second  stage  the  respiration  is  often  rendered  irregular  by  the  convulsive 
struggling,  which  produces  alternately  periods  of  asphjTcia  and  deep 
gasping  movements.  There  is  further  some  evidence  that  the  respiratory 
centre  is  rendered  more  irritable  by  low  concentrations  of  the  anresthetics, 
more  especially  by  ether.  During  the  third  stage,  the  respiration  is 
regular  and  no  reflex  disturbance  occurs^  because  the  senstbitity  is  so 
dulled  that  the  continued  irritation  of  the  nerve  ends  causes  no  reflex 
response.  In  this  stage  the  breathing  is  slow  and  shallow,  mainly  becaiise 
the  ordinary  movements  of  the  body  are  suppressed  and  thus  less 
carbonic  acid  is  carried  to  the  centre,  tliat  is,  the  normal  stimulus  of 
the  respiratory  centre  is  diminished;  partly,  because  the  centre  is 
reduced  in  excitability  by  the  direct  action  of  the  amesthetic.  If  the 
drug  be  pushed,  the  weakness  and  slowness  of  the  movements  increase, 
until  the  respiration  ceases  entirely  from  paralysis  of  the  centre;  in 
addition  to  its  direct  ac^on  on  the  centre,  chloroform  affects  the 
respiration  in  deep  ansesthesia  by  inducing  anaemia  of  the  medulla 
through  its  effects  on  the  circulation. 

The  effects  of  the  anesthetics  on  the  Circulation  are  extremely  com- 
plicated, because  the  heart,  the  medullary  centres  and  the  peripheral 
vessels  are  all  involved  in  tlie  action,  and  in  addition  the  changes  in 
the  respiration  and  the  stage  of  excitement  add  to  the  difficulty  of  the 
subject.  The  changes  observ^ed  in  the  pulse  in  man  have  already  been 
d^cribed  (p.  201).  The  blooti-pressure  in  man  has  been  found  to  be 
reduced  by  chloroform  even  in  the  earlier  stages,  and  in  deep  anfesthesia 
the  fall  may  be  very  marked.  Under  ether  the  pressure  rises  slightly 
in  the  first  and  second  stages,  partly  from  the  reflexes  arising  from  the 
local  irritation,  partly  from  the  muscular  movements,  and  partly 
perhaps  from  stimulation  of  the  vasomotor  centre.  During  complete 
anjpsthesia  from  ether  it  falls  again  to  slightly  above  the  normal  or 
a  few  millitneters  below  it,  but  never  reaches  a  point  indicating  grave 
circulatory  disturbance  (Blauel,  Cook  and  Briggs). 

In  animals,  the  first  change  in  the  blood-pressure  is  often  a  slowing 


206 


SUBSTANCES  ACTING  ^AFTER  ABSORPTION 


or  even  standstill  of  the  heart  from  the  irritation  of  the  air  passagea 
stimulating  the  inhibitory  centre  reflexly.    The  blood-preasure  may 

Fiti.  8 


The  reapiration  (lower  tracing)  and  blood-preuure  (upper  tTAcing)  in  f^hloroform  ones' 
Lheaia  in  a  cat.  At  C  sLroiig  vapor  waa  inhaled  and  a  rapid  f&il  in  the  blood-preaaure 
bQg£LD.  The  revpirvtioQ  censed,  thv  he&rt  co&tinujiifl  to  b^t  lor  sotna  Utne*  (CoDtraBt 
Fig.  9.) 

thus  fall  abruptly,  but  m  other  instancej*  the  inliibition  of  the  heart 
may  be  compensated  by  vasoconstriction  from  reflex  stimulation  of  the 
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Reapiralion  (lower  tracing)  and  blood-pressure  (upper  tracing)  of  a  cat  under  ethpr. 
At  E  HtronfE  vapor  was  inhaled  and  aoon  afterward  the  respiratiDn  ceased,  while  I  he 
blcK>d-prcssijro  remained  high  for  tome  time  afterwarda.  (ContraHt  blood-presaure  io 
Fig,  8.) 

vasomotor  centre,  so  that  the  blood-pressure  may  rise  while  the  heart  is 
slowed  (Fig.  7),   Later,  the  blood-pressure  falls  slightly  in  chloroform 
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anaesthesia,  but  strong  vapor  causes  a  marked  and  daDgerous  falL 
The  heart  survives  after  the  respiration  fails  in  most  experiments  but 
the  blood-pressure  is  very  distinctly  lower  at  tJiis  time  (Fig.  8).  Under 
ether  the  blood-pressure  often  is  slightly  lower,  but  it  remains  much 
higher  than  under  chloroform  when  the  respiration  fails  (Fig.  9).  The 
cause  of  the  fall  in  bJood-pressure  under  chloroform  has  been  much 
disputedt  but  is  now  generally  ascribed  to  the  action  on  the  heart. 
Ether  being  less  poisonous  to  the  heart  has  a  correspondingly  sUght 
action  on  the  blood-pressure. 

Heart. — The  frog's  heart  under  chloroform  or  ether  beats  more 
slowly  and  more  weakly,  and  at  the  same  time  undergoes  a  certain 
amount  of  dilatation,  all  owing  to  the  paralyzing  effects  of  these  drugs 
on  the  cardiac  muscle. 

Fio.  10 


MyoeardloKnphie  reoord  of  the  movenieiitfl  of  the  rii^t  »urtcl«  Cupper  traeme)  a&d 
ricbl  ventii'cle  (lower  tr&citig}  of  the  dog  duHng  the  inhalation  of  concentrated  chloro- 
(ortn  v&por.  Durinit  fiystote  th«  lever  attached  to  the  auricle  movefl  from  D*  to  S\  thAt 
uttubed  to  the  vetuhclii  from  D  to  In  diaetole  they  return  lo  And  D  reAp«ctiveLy- 
At  At  ooticenitrvted  cblorofortn  was  inhoJed,  The  excanion  of  the  levers  townrd  sj^tolc 
raipidty  diminished,  while  that  of  the  vpotnctc  towftrda  D  was  somewhst  aUKmented, 
After  a  short  time  the  auricle  ceuod  in  diastole,  wbUe  the  ventricle  ooDtlnued  to  bent, 
thou^  much  weakened.  At  B,  the  chloroform  waa  shut  off  and  the  boatt  began  to  recover 
very  MOO  afterwards 

The  effects  on  the  mammalian  heart  under  chloroform  are  ver>' 
similar.  The  slowing  is  not  so  marked,  however,  as  the  weakness  and 
the  dilatation,  so  that  the  rhythm  of  the  pulse  does  not  indicate  the 
extent  to  which  the  heart  is  affected*  The  auricles  are  weakened  by 
smaller  quantities  than  tlie  ventricles,  which  relax  more  completely 
in  diastole,  however  (Fig,  10).  The  diminution  in  the  strength  of  the 
auricles  progresses  rapidly,  while  the  ventricular  dilatation  soon  reaches 
a  mnAimum  and  is  accompanied  by  lessened  force  of  contraction.  The 
auricular  weakness  soon  becomes  so  great  that  practically  no  blood  is 
expelled  by  its  systole,  and  the  slowing  of  the  heart,  which  has  not  been 
ver>'  marked  up  to  this  point,  becomes  distinct  The  ventricular  con- 
tractions next  become  extremely  weak  and  occasionally  fail  entirely, 
and  soon  afterward  the  heart  comes  to  a  standstill  in  diastole.  In 
its  weakened  state,  the  heart  can  be  inhibited  more  easily  than  usual, 
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returning  ufur       KtiiDulaukA  'Embk^  . . 

W)i«n  ether  u  iiiliiakil  bi;^  ocorxtitnuo&s  tbt  ^Arjge?  is  tlie 
heart  rciMtnMe  th«>!ie  uoder  cfaioroforiD,  bvt  h  is  <ii£cult  xo  dkh  the 
extreme  veakri«££  sryl  the  staiiidstill  uxJess  a5pli;«iia  k  prcsect 

ITie  relative  umnty  ot  MtxtAonn  aod  ether  in  the  heart  has  been 
examined  by  perfuuoj^  their  solutioos  in  EinjEcr's  5c4atk»D  thrcMich  the 
ccironary  vesbels;  0.001  per  cent,  of  chlorolonn  had  a  distiDCtlr  dekte- 
rirnjB  ai^ion  and  O-Olo  was  sufficient  to  arrest  it,  viiik  0.4  per  cent,  of 
ether  was  required  to  stop  the  heart  perfused  in  the  same  way.  This 
indieateA  that  chlorrffonn  b  25-30  times  as  poisonous  to  the  mammalian 
heart  as  ether;  the  same  profXMtion  has  been  found  in  cold-blooded 
animals  arid  in  mammalian  hearts  perfused  with  blood  Schram, 
ficeuwen  and  Made;,  The  diloroform  contained  in  the  blood  during 
an0ftfthej»ia  is  injfficierit  to  injure  the  heart,  while  when  ether  is  inhaled 
in  a  eonoentration  leading  to  arrest  of  the  resiMration,  this  does  not 
damage  the  heart  muscle. 

▼asMls. — It  has  been  shown  experimentaUy  that  the  A*asomotor 
centre  is  depressed  by  chloroform,  though  this  is  sometimes  masked 
by  its  resjwnding  by  increased  activity  to  the  weakness  of  the  heart 
or  partial  asph>icia  (Pilcher  and  SoUmann);  the  direct  action  on  the 
mitre  is  iA  little  importance.  In  the  later  stages  the  vasoconstrictor 
r^itre  undergr>es  some  oF>scure  change,  so  that  serisor>'  impulses  which 
normally  excite  it  and  cause  constriction  of  the  vessels,  now  inhibit  it 
arul  cause  dilatation  of  the  vesseb  (Bayliss).  The  vasodilator  centre 
writiriueH  tr>  n^iHml  in  its  nonnal  way  to  sensory  impulses.  Ether 
Hecrns  Ut  have  little  or  no  direct  action  on  the  vasoconstrictor  centre, 
but  the  dilatation  of  the  skin  vessels  indicates  that  it  excites  the  vaso- 
dilator function. 

The  direct  action  on  the  vessel  walls  seems  to  be  of  greater  impor- 
tance than  that  on  the  innervating  centres.  When  chloroform  circu- 
lates in  the  vessels  in  the  concentrations  used  in  ansesthesia  it  tends 
to  relax  them  from  a  depressing  effect  on  the  muscle  fibres;  all  the 
vcsjMfls  an;  not  equally  affected,  however,  those  of  the  splanchnic  area 
(lihitiiiK  more  readily  than  those  of  the  limbs,  which  may  even  be  con- 
Htriftcd,  (*hloroform  in  higher  concentration  may  tend  to  constrict 
also  tli(*  mesiriitcric  vessels,  but  this  does  not  occur  in  the  intact  animal, 
in  which  such  coijcontrations  would  prove  immediately  fatal  to  the  heart. 

Ill  practice,  the  low  blood-pressure  under  chloroform  is  mainly  due 
to  the  action  on  the  licart;  in  less  degree  to  the  dilatation  of  the  vessels 
in  the  iilxlotni'ii. 

Mthcr  dilates  the  peripheral  vessels  like  chloroform  when  it  is  perfused 
throHKh  thcMi,  and  if  it  is  inhaled  in  abundance  of  air  this  dilatation 
occurs  in  the  living;  nninial  and  may  cause  a  fall  in  blood-pressure.  This 
iH  tiUvu  absent  however,  because  the  direct  vascular  action  is  opposed 
by  the  vasomotor  centre  which  is  excited  by  an  insufficient  air  supply; 
for  in  ether  aniesthesia  there  is  very  often  present  a  partial  asphyxia 
indti(*ed  by  the  vUmt  approximation  of  the  inhaler  to  the  mouth  and  nose. 


ETHER  AND  CHLOROFORM 


2og 


Syncope  in  Anasathesia. — In  a  certaLn  number  of  experiments  the 
reaction  of  the  circulation  to  chloroform  is  very  different  from  the  gradual 
dej>ressioEi  described  above.  In  these,  the  heart  suddenly  becomes 
irregular  or  ceases  to  beat  abruptly,  the  blood-pressure  falls  to  zero, 
and  after  a  few  gasping  respirations  all  movements  cease  (Fig*  11). 
This  sudden  heart  failure  often  occurs  in  the  early  stages  of  ansesthesia, 
or  when  the  ihlialation  is  irregular  or  has  been  suspended.  Embley 
has  explained  it  by  inhibitory  stimulation  from  which  the  weakened 
heart  cannot  recover-  But  Levy  attributes  it 
to  the  onset  of  ventricular  fibrillation  and  has 
brought  a  large  amount  of  evidence  for  his 
view.  This  fibrillation  is  often  the  culmination 
of  a  series  of  irregularities,  such  as  extrasys- 
toles  and  tachycardia^  but  may  not  be  preceded 
by  these  in  all  cases.  It  indicates  a  condition 
of  abnormal  irritability  of  the  heart  under 
chloroform,  and  other  experiments  have  given 
some  evidence  for  a  phase  of  increased  excita- 
bility preceding  the  depression  ordinarily 
observed.  This  form  of  cardiac  failure  is  very 
often  final,  but  in  a  small  proportion  of  cases 
the  heart  resumes  its  normal  contractions  and 
the  animal  recovers*  Fibrillation  is  especially 
liable  to  occur  from  sensory  nerve  stimulation 
during  light  anfesthesia,  and  it  is  possible  that 
here  the  excitatory  effect  on  the  heart  is  re- 
inforced by  reflexes  through  the  accelerator 
apparatus  or  by  an  increased  secretion  of  the 
suprarenal  glands.  It  is  not  proved  that  the 
inhibitory  nerves  are  involved  in  this  form  of 
he^rt  failure,  though  there  is  some  evidence  in 
favor  of  this  view* 

Ether  does  not  seera  to  have  any  such  action 
on  the  heart,  and  fibrillation  of  the  ventricle 
has  not  been  observed  under  it.  In  fact, 
sudden  circulatory  failure  under  ether  is  a 
very  rare  occurrence,  compared  with  chloro- 
form, Henderson  suggests  that  these  rare 
fatalities  under  ether  may  be  the  result  of  a 
great  reduction  of  the  carbonic  acid  of  the  blood  (acapnia),  from  exces* 
sive  breathing  duringtheexcitement  stage  or  during  imperfect  anaesthesia. 
Acapnia  is  kno^^Ti  to  act  deleteriously  on  the  heart,  but  further  work 
is  required  before  this  view  of  the  fatalities  under  ether  can  be  regarded 
established. 

The  MoACles  a^tid  Nerrea  are  Qot  affected  by  chloroform  when  inbaledf 
but  ether  aometimea  reducea  their  excitability  (Leeuwen).   When  a  frog's 
muscle  is  expo&ed  to  an  atmosphere  of  either  of  them,  tl  is  weakened,  losea  ita 
irritability  and  eventually  passes  into  rigor  mortis;  the  limb  niuscies  in  mam- 
li 
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mals  are  weakened  when  strong  solutions  (0, 1-0-2  per  cent,)  are  perfused  through 
them,  but  are  unnfTected  by  concentrations  which  arrest  the  heart  in  a  few 
minutes.  Waller  has  shown  that  when  a  frog'a  nerve  is  exposed  to  chloro- 
form or  ether  vapor  in  weak  dilution,  its  irrit-ability  is  at  first  tncreased; 
strong  vapor,  on  the  other  hand^  abolishea  the  excitability  temporarily  in  the 
caee  of  ether,  generally  permanently  in  thut  of  chlorgforni,  whit-h  is  much  the 
more  powerful  nerve  ptiison  of  the  two.  The  sensory  fibres  are  said  to  be 
paralyzed  sooner  than  the  motor  when  chloroform  or  ether  is  applied  to  a 
mixed  nerve  (Perelea  and  Sacha),  and  some  motor  fibres  of  a  trunk  may  remain 
unaffected,  while  others  are  paralyzed.  The  local  paralyzin^(  effects  of  ether 
have  been  elicited  repeatedly  in  the  human  subject  by  its  subcutaneous 
injection,  and  have  occaaionally  been  followed  by  neiiritia  and  permanent 
weakness. 

Chloroform  and  ether  dissolve  the  Rod  Corpuscles  and  free  the  hfemo- 
globin  when  they  are  shaken  with  defibritiated  blood  outside  the  body, 
and  chlorofonn  is  said  to  retard  the  reduction  of  oxyhfemoglobin  by 
forming  a  loose  combination  with  it;  Da  Costa  holds  that  ether  tends  to 
destroy  the  red  cells  during  anfesthesia,  and  advises  caution  in  its 
administration  in  cases  in  which  a  diminution  in  their  numbers  may  be 
of  serious  import.  In  the  blood,  chloroform  is  carried  by  the  red  cells 
for  the  most  part,  less  than  10  per  cent.,  being  free  in  the  plasma.  It 
appears  to  form  a  loose  combination  or  solution  in  the  cholesterin  and 
lecithin  of  the  corpuscles.  Ether  is  said  to  be  more  equally  distributed 
between  the  corpuscles  and  plasma. 

The  amount  of  chloroform  in  the  blood  during  the  stage  of  anresthesia 
is  about  25-35  mgs.  in  100  c.c.  When  the  respiration  fails  the  blood 
is  found  to  contain  40-70  mg.  per  100  ex,  (Buckmaster  and  Gardner). 
During  the  induction  of  ami'sthesia  the  arterial  blood  contains  more 
than  the  venous,  part  of  the  chloroform  l>eing  taken  up  by  the  tissues 
as  it  passes  through  the  capillaries,  On  the  other  hand,  as  the  anaesthesia 
passes  off,  the  venous  blood  contains  more  than  the  arterial,  tlie  an«es^ 
thetic  taken  up  from  the  tissues  in  the  capillaries  being  eliminated 
in  the  lungs.  Nicloux  states  that  in  Ught  anaesthesia  from  ether  the 
blood  contains  about  100-110  mgs.  per  100  c.a,  in  deep  antestbesia 
130-140  mgs.,  while  160-170  mgs.  per  100  c.c.  proves  fatal  from  failure 
of  the  respiration.  The  margin  of  safety  in  anjesthesia  is  thus  narrower 
than  is  generally  recognized,  for  the  concentration  in  the  blood  necessary 
for  aniesthesia  is  about  half  that  which  is  fatal* 

The  effects  of  chloroform  and  ether  on  the  PupU  present  some  varia- 
tion in  different  animals,  and,  indeed,  are  not  very  constant  in  man. 
No  entirely  satisfactory  explanation  of  their  mechanism  has  been 
offered  as  yet.  The  dilatation  of  the  pupils  in  the  first  and  second 
stages  is  merely  the  accompaniment  of  the  general  excitement  and 
anxiety,  and  is  not  specific.  The  contraction  in  the  stage  of  uncon- 
sciousness is  similar  to  that  ae^n  in  natural  sleep,  anil  is  evidently  of 
central  origin.  The  dilatation  occurring  during  wakening  or  vomiting 
is  evidently  caused  by  the  same  process  as  that  of  die  preliminary 
stages.  Just  before  death  the  pupil  dilates,  and  this  may  perhaps  be 
attributed  to  the  effects  of  asphyxia  on  the  muscle  of  the  iris,  and  is 
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so  frequently  observed  in  death  from  other  causes  that  it  cannot  be 
regarded  as  a  direct  result  of  the  chloroform. 

The  local  effects  of  the  auipsthetica  on  the  Alimentary  C&n&l  and 
B«3pir&tor7  Passages  are  confined  to  irritation  with  resultant  reflexes* 
Thus  the  profuse  secretion  of  saliva  and  of  mucus  is  due  to  the  irri- 
tation causing  increased  activity  of  the  glands  reflexly,  and  can  be 
arrested  by  atropine.  It  has  lieen  stated  that  the  bronchial  rhonchi 
are  due  entirely  to  aspirated  saliva,  but  this  ia  incorrect^  as  they  occur 
in  animals  to  which  the  anaesthetic  has  been  g:iven  through  a  tracheal 
caDnula.  The  irritation  is  much  greater  when  concentrated  ether  fumes 
are  inhaled  than  in  ordinar}^  chloroform  anfesthesia. 

The  vomiting  which  is  so  often  a  feature  of  anapsthesia  may  arise 
in  part  from  the  irritating  action  on  the  stomach  of  the  chloroform 
or  ether  swallowed  in  the  mucus,  but  is  mainly  of  central  origin, 
for  vomiting  also  occurs  when  ether  Is  injected  intravenously  in  man 
and  also  under  nitrous  oxide  anjesthesia  in  some  cases;  here  the  local 
irritation  can  only  play  a  small  part,  and  the  medullary  centre  is  prob- 
ably involved  directly.  The  ordinary  movements  of  the  stomach 
and  intestine  do  not  seem  to  be  influenced  by  anceathesia,  unless 
when  it  is  accompanied  by  asphjTsia,  when  the  peristalsis  may  be 
increased. 

The  Kidney  appears  to  be  affected  in  a  certain  proportion  of  cases 
of  anjesthesia  in  man,  as  is  shown  by  the  appearance  of  albumin  in  the 
urine.  Chloroform  induces  typical  fatty  degeneration  occasionally, 
while  albuminuria  has  been  observed  in  a  certain  proportion  of  cases 
after  ether.  The  propt)rtion  of  cases  in  which  this  organ  ia  affected 
seems  to  vary  extraordinarily,  some  autliorities  finding  albuminuria 
in  30  per  cent,  of  the  cases  where  chloroform  was  used;  while  others 
could  detect  it  in  less  than  8  per  cent.  Kemp  ascribes  the  renal  eflfects 
of  ether  to  vasoconstriction^  hut  this  is  not  an  immediate  action  of 
ether,  but  arises  from  partial  asphj-^ia  from  the  inhaler  being  applied 
too  closely;  when  asphyxiation  is  avoideil,  albuminuria  is  hardly  met 
with  under  ether,  and  most  surgeons  consider  chloroform  far  more 
deleterious  to  the  kidney.  The  secretion  of  urine  is  generally  diminished 
during  anfesthesia  with  chloroform  or  ether,  from  the  reduced  blood- 
pressure  and  imperfect  aeration  of  the  blood.  After  recovery  from  ether 
aoeesthesia  some  diuresis  may  occur,  or  the  urine  may  remain  scanty 
for  some  hours. 

The  Uterine  Contractiooa  during  parturition  seem  little  influenced 
by  moderate  anf^^stliesiaf  but  are  somewhat  slowed  in  the  deeper  stages. 
Chloroform  and  ether  pass  into  the  foetal  blood,  and  some  experi- 
ments are  recorded  in  which  the  foetus  was  killed  by  the  inhalation, 
whde  the  mother  recovered.  This  may  be  caused  eitJier  by  the  direct 
action  of  the  drug  on  the  young  animal,  or  by  the  low  maternal  blood- 
pressure  leading  to  its  asphyxia.  It  docs  not  seem  dangerous  to 
induce  a  moderate  degree  of  iiiitesthesia  during  labor  in  human  beings, 
although  here,  too,  the  efTccts  on  tlie  child  are  shown  by  an  increase 
in  the  nitrogen  excretion  in  tlie  urine  for  some  days;  some  authorities 
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attribute  many  of  the  diseases  of  the  first  days  of  life  to  the  use  of 
chloroform  duriDg  labor,  but  the  evidence  is  not  conv  incing. 

The  Temperature  falls  during  anjesthesia  of  even  short  duration. 
Thus  Kappeler  found  it  reduced  0.2-1.1*  C-  when  chloroform  was 
inhaled  15^  minutes,  and  a  fal!  of  3-5"  C,  has  been  observed  during 
very  long  anresthesia.  This  action  is  due  partly  to  the  greater  output 
of  heat  through  the  dilated  skin  vessels,  but  mainly  to  lessened  heat 
production  from  the  diminished  muscular  movement.  It  is  not 
necessary  to  assume,  therefore,  as  some  writers  do,  that  the  anaesthetics 
lessen  the  heat  production  by  their  direct  effects  on  the  tissues  in 
general. 

Of  late  years  a  good  deal  of  interest  has  been  manifested  in  the 
effects  of  the  annesthetics  on  the  Metabolism  of  the  tiasuda,  and  it  is  now 
generally  recognized  that  chloroform,  in  addition  to  its  action  on  the 
central  nervous  system,  produces  marked  changes  in  the  nutritive 
processes  of  protoplasm.  The  simpler  organisms,  which  are  devoid 
of  nervous  structure,  are  killed  in  comparatively  dilute  solutions,  and 
chloroform  water^  therefore,  prevents  or  retards  putrefaction  and  the 
fermentation  of  yeasts.  It  seems  to  hinder  the  action  of  some  fer- 
ments, such  as  pepsin  and  rennet  ferment,  when  added  in  compara* 
tively  large  quantities,  but  increases  their  activity  in  greater  dilution. 
Plants  cease  to  assimilate  carbonic  acid,  but  are  not  killed  by  chloro- 
form except  in  very  large  quantities.  In  the  higher  animals  and  in  man, 
the  processes  of  life  and  nutrition  of  the  different  organs  also  undergo 
alteration,  quite  apart  from  the  elTects  on  the  nervous  system.  Thus  fatty 
infiltration  of  various  organs  is  produced  by  chloroform  administered 
repeatedly  and  even  by  a  single  inhalation  in  some  cases.  The  organs 
implicated  in  this  change  are  the  liver,  heart  and  kidneys  more  espe- 
ciallyt  but  degeneration  of  ordinary  muscle  has  also  been  observed  occa^ 
sionally.  If  this  process  attains  a  certain  degree  of  development,  it  may 
lead  to  failure  of  the  heart,  but  otherwise  the  tissues  recover  In  the 
course  of  a  few  days.  Traces  of  fatty  infiltration  have  been  observed 
after  prolonged  ether  narcosis  also,  but  they  are  so  slight  that  no  sig- 
nificance attaches  to  them  from  a  practical  point  of  view  (Selbach). 
Given  in  small  quantities  for  several  months,  chloroform  leads  to  atrophic 
cirrhosis  of  the  liver,  and.  to  a  less  extent,  of  the  kidneys,  spleen  and 
lungs,  this  cirrhotic  change  forming  a  sequel  to  preliminary  fatty  changes 
of  the  parenchymatous  cells.  In  young  adults  chloroform  has  occasion- 
ally given  rise  to  a  form  of  liver  affection  which  closely  resembles 
acute  yellow  atrophy.  In  these  cases  after  recovery  from  the  auEed- 
thetic,  the  patient  becomes  restless  and  uneasy  and  in  a  few  hours 
delirium  and  coma  may  appear.  Jaundice,  cutaneous  hfemorrhages 
(from  a  diminished  amount  of  fibrinogen  in  the  blood),  tenderness  over 
the  Yw^r  suggest  an  affection  of  this  organ,  and  in  fatal  cases  it  is 
found  to  present  the  same  appearance  as  in  acute  yellow  atrophy,  the 
cells  in  the  centre  of  the  lobules  having  undergone  necrosis^  chemical 
examination  proves  that  an  acute  autolytic  destruction  of  the  organ 
has  occurred  (Wells).    In  animals  this  necrosis  is  less  liable  to  occur 
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if  the  diet  previously  has  been  rich  in  carbohydrates,  while  fats  seem 
to  predispose  to  it. 

The  effects  of  chloroform  on  the  nutrition  of  the  tissues  are  shown 
in  the  urine  secreted  during  and  after  anaesthesia,  though  they  are 
Djore  nnarked  when  the  drug  is  swallowcdt  from  its  being  more  slowly 
absorbed  and  thus  acting  for  a  longer  time,  Tlie  nitrogen  eliminated 
is  considerably  increased,  and  the  unoxidized  sulphur  shows  a  similar 
augmentation^  and  these  would  seem  to  indicate  an  increased  protein 
destruction  and  a  disturbance  of  the  03(idation  in  the  tissues;  another 
observation  pointing  in  the  same  direction  is  the  appearance  of  creatin 
in  the  urine  and  the  reduced  excretion  of  creatinin. 

The  carbohydrate  metabolism  is  also  impaired,  for  acetone  and  sugar 
are  often  present  in  the  urine  after  chloroform,  and  it  has  long  been 
known  that  diabetes  is  liable  to  be  aggravated  by  this  aruesthetic 
and  may  prove  fatal.  The  sugar  of  the  blood  is  increased  and  the 
glycogen  of  the  liver  diminished  or  absent,  from  a  specific  action  on  the 
liver  cells  (Paton). 

Bile  pigment  is  said  to  occur  in  the  urine  in  a  considerable  number 
of  cases  of  anaesthesia  with  chloroform,  especially  one  or  two  days 
after  the  administration.  The  chlorides  and  the  acidity  of  the  urine  are 
augmented  and  this  hos  sometimes  been  regarded  as  evidence  that 
chloroform  is  decomposed  in  the  tissues,  but  the  chlorides  are  also 
increased  by  ether  though  not  in  the  same  degree. 

These  effects  of  chloroform  on  the  metabolism  resemble  very  closely 
those  of  phosphorus  poisoning,  and  have,  like  them,  been  ascribed  to 
autolysis  and  the  formation  of  acid  in  excess  in  the  tissues;  this  acid 
may  be  furnishe<i  in  part  by  the  decomposition  of  chloroform,  with  the 
formation  of  hydrochloric  acid.  They  seem  to  occur  only  after  those 
substances  of  the  fatty  series  in  which  chlorine  is  substituted,  ether 
having  little  or  no  effect  in  jiroducijig  fatty  degeneration  or  in  chang- 
ing the  proportion  of  the  sulphur  wmptmnds  in  the  urine.  An  excess 
of  sugar  is  found  in  the  blood  after  ether  anesthesia  in  dogs  and  leads 
to  glycosuria;  this  may  arise  from  excessive  activity  of  the  suprarenal 
bodies  during  the  excitement  or  during  partial  asphyxia,  and  not  from 
any  direct  action  of  the  ether  on  tlie  metabolism  (Hawk). 

Immunity. — Anesthesia  with  chloroform  or  ether  reduces  tlie  resist- 
ance of  the  tissues  and  renders  animals  more  susceptible  to  the  invasion 
of  bacteria  and  to  the  action  of  toxins. 

Distribution  in  the  Body.^When  chloroform  or  ether  vapor  is  inhaled, 
it  passes  rapidly  into  the  blood  by  diffusion  and  is  distributed  through- 
out the  body,  mainly  by  the  bloo<j  cells  in  the  case  of  chloroform,  while 
the  plasma  carries  a  considerable  amount  of  ether.  The  anjesthetic 
immediately  begins  to  leave  the  blood  for  the  tissues  and  appears  to  be 
taken  up  especially  by  the  central  nervous  system,  in  which  it  is  found 
in  larger  quantities  than  in  the  muscles,  liver,  or  blood.  This  unequal 
distribution  probably  arises  from  the  greater  amount  of  lipoid  substances 
in  the  central  nervous  system,  whicli  dissolve  the  chloroform  and  etlier 
and  retain  them.    This  flow  from  tlie  pulmonary  alveoli  to  the  blood 
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and  thence  to  the  tissues  lasts  until  the  vapor  tension  is  the  same  in 
each,  and  the  amount  in  the  brain  is  thus  determined  by  that  in  the 
blood,  which  a^ain  depends  on  that  in  the  alveoli.  If  the  inhalation 
ceases,  the  tension  in  the  lungs  falls  and  a  backward  flow  follows  from 
the  bloo^i  into  the  air  and  from  the  brain  into  the  blood. 

The  Excretion  of  both  ether  and  chloroform  takes  place  mainly  by 
the  lungs.  Most  of  the  antcsthetic  is  eliminated  very  rapidly,  but 
traces  of  chloroform  are  said  to  be  found  in  the  breath  for  twenty-four 
hours  after  tlie  inhalation  and  even  longer  in  cases  in  which  there  is  a 
tenacious  mucous  secretion  from  the  bronchi.  As  far  as  is  known  this  is 
the  only  way  in  which  ether  is  excreted,  but  small  quantities  of  chloro- 
form escape  by  other  channels,  for  it  has  been  found  in  the  urine,  and 
is  said  to  occur  in  the  perspiration  and  the  milk.* 

Differences  Between  Chloroform  and  Ether. — Ether  and  chloroform 
resemble  each  other  closely  in  their  general  effects,  but  differ  in  power 
and  in  other  points  of  importance.  Their  relative  strength  as  anaes- 
thetics  is  shown  by  a  comparison  of  the  vapor  concentration  of  each 
in  a  hundred  volumes  of  air  required  to  induce  an£esthesia.* 

Cbloroforra.  Etber. 

0.5-0.7  1.5-2.5  IniBuMcieDt  to  cause  aii^slhesia. 

1,0  3-3,5  CftiiBcs  iLn^theaia  on  prolanged  inhoialioQ. 

2.0  0.0  Arresta  r^apiralion  afU-r  aotne  time. 

The  amount  of  anfesthetic  in  100  c.c  of  the  blood  shows  the  same 
proix>rtion. 

Cbloroform-  Ether. 

mss,  100-140  rngg.  Ao^heflin. 

40-70  mss*  lGO-170  tugs.  Respiratory  aireat. 

The  depressant  effect  of  chloroform  on  the  brain  is  thus  3-3  j  times 
as  great  as  that  of  ether,  and  its  power  to  arrest  respiration  is  about 
three  times  as  great.  The  depressant  action  on  the  heart  of  chloroform  is 
about  25-30  times  that  of  ether,  and  the  extremely  dangerous  cardiac 
syncope  which  is  seen  under  chloroform  is  very  rare  under  ether.  Ether 
has  to  be  given  in  more  concentrated  form  to  produce  aniesthesia,  and, 
therefore,  produces  more  irritation  of  the  air  passages,  as  shown  by  the 
greater  secretion  of  saliva  and  mucuSj  by  coughing,  and  by  the  sensa- 
tion of  asphyxia.  Anicsthesia  is  produced  with  j^reater  difficulty,  more 
slowly  and  often  less  perfectly  than  with  chloroform,  and  the  stage  of 
excitement  is  generally  more  violent  and  prolonged.  But  the  pulse  is 
not  nearly  so  much  affected  as  by  chloroform;  it  may  be  somewhat 
sloTver  than  usual,  but  is  full  and  strong.  The  concentration  of  chloro- 
form which  is  necessary  to  produce  anfesthesia  is  very  close  to  the  con- 
centration which  causes  serious  impairment  of  the  heart's  action,  while, 

■  The  Btatemeot  that  some  carbon  monQKide  \b  formed  in  the  tiaauca  from  the  oxi- 
dBtioQ  of  oblorgform  la  erroneous. 

'  Hootbby  finds  a  niucb  higher  percentnge  of  ether  tjecesHary  than  any  other  Author; 
thua  he  recommoadfl  &  vapor  of  about  13  pier  cent,  of  cthfir  by  volume  to  mduf^e  iwiffatheBia 
and  one  of  fl  per  rent,  tn  maintain  it.  Othora  hrivo  found  this  psrcentaKe  fatal  wiLhin  a 
abort  timo, 
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on  the  other  hand,  3J  per  cent,  ether  vapor  is  sufficient  to  maintain 
narcosis,  but  a  very  much  stronger  concentration  is  required  to  cause  " 
dangerous  condition  of  the  heart.  In  the  same  way,  the  difference  in 
the  concentration  required  to  produce  ansesthesia  and  that  which  will 
stop  the  respiration  b  smaller  in  chloroform  than  in  ether,  and  the 
aniesthetist  has  thus  more  leeway  when  he  uses  the  latter.  The  changes 
in  the  metabolism  following  the  use  of  chloroform  are  not  produced 
to  the  same  extent,  if  at  all,  by  ether. 

Regarding  the  Choica  of  an  Anastlietic,  it  must  be  said  that  each  has 
its  advantages,  but  that  ether  is  less  liable  to  cause  dangerous  symp* 
toms  than  chloroform,  and  ought,  therefore,  to  be  used  wherever  special 
circumstances  do  not  indicate  the  latter.  Chloroform  is  always  pre- 
ferred by  the  patient,  for  it  causes  less  irritation  and  less  feeling  of 
sufTocation,  and  it  is  often  preferred  by  the  surgeon  because  it  induce* 
aiuesthesia  sooner  and  less  of  it  is  required.  In  cases  where  excite- 
ment is  to  be  avoided  as  much  as  possible,  or  in  which  very  deep 
amesthesia  with  complete  muscular  relaxation  is  required,  and  in  irri- 
table conditions  of  the  air  passages,  chloroform  ought  to  be  used  rather 
than  ether.  In  drunkards*  ether  sometimes  fails  to  induce  deep  anees- 
thesia,  and  in  very  hot  climates  ansesthesia  with  ether  may  be  difficult 
and  unpleasant  to  induce  owing  to  its  rapid  evaporation,  so  that  in 
these  cases  chloroform  may  be  necessary.  Lastly*  where  artificial  lights 
are  necessary  (except  the  electric  incand^ent)*  or  where  the  actual 
cautery  is  to  be  used,  ether  is  dangerous  on  account  of  its  inflammability, 
and  chloroform  is  indicated.  On  the  other  hand,  chloroform  is  specially 
coatra-indieated  in  cases  of  fatty  change  of  the  heart  and  in  renal  disease. 
The  disadvantages  of  both  antesthetics  may  often  be  avoided  by  inducing 
unconsciousness  by  chloroform  and  prolonging  it  by  small  quantities 
of  etljer.  The  effects  of  the  prolonged  use  of  chloroform  are  avoided 
in  this  way,  and  at  the  same  time  the  excitement  is  less  marked,  and  leas 
irritation  of  the  air  passages  is  elicited  than  if  the  ansesthesia  had  been 
induced  by  concentrated  ether  vapor. 

The  Dangers  of  Ajiaesthesia  are  caused  only  in  part  by  the  direct 
action  of  the  ether  orVhloroform,  for  fatal  accidents  have  occurred 
from  objects  such  as  false  teeth  or  tobacco  plugs  falling  into  the  air 
passages  and  causing  asphyxia,  while  vomited  matter  has  been  drawn 
into  the  larynx  in  some  cases.  Very  often  the  relaxation  of  its  muscles 
permits  the  tongue  to  fall  back  into  the  throat,  rendering  the  breathing 
labored  and  stertorous;  this  is  at  once  relieved  when  the  tongue  is 
dra^Ti  forward.  The  accumulation  of  saliva  and  mucus  or  blood  in  the 
throat  may  lead  to  similar  symptoms.  In  these  accidents  the  chloroform 
or  ether  is  only  indirectly  the  cause,  but  in  a  large  and  ever-increasing 
number  of  cascsj  the  fatal  effects  must  be  ascribed  to  the  direct  action 
of  the  aniesthetics.  The  proportion  of  accidents  during  anaesthesia  is 
very  difficult  to  estimate,  and  great  discrepancies  occur  in  the  statistics 
of  different  surgeons*  Thus,  in  one  of  the  London  hospitals,  one  death 
occurred  from  chloroform  in  1236  eases  of  aniesthesia;  Juillard  gives 
one  in  3258,  McGuire  one  in  15,000,  as  the  proportion  of  fatalities. 
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while  Lawrie  gives  a  series  of  over  40,000  cases  without  a  single  death. 
A  fair  average  would  seem  to  be  one  death  in  3000  chloroform  inhala- 
tions. The  statistics  of  ether  fatalities  also  vary  from  one  death  in 
30O0  to  one  in  16,000  cases,  but  probably  one  in  10,000-12,000  cases 
would  represent  the  average  itiortality,^ 

The  Cause  of  Death  in  anaesthesia  has  been  a  subject  of  discussion 
for  over  fifty  years,  and  it  is  only  now  being  recognized  that  there  are 
at  least  two  different  forms  of  fatality  which  may  occur.  The  first 
of  these  may  be  termed  Cardiac  Syncope^  and  occurs  chiefly  in  chloro- 
form anaesthesia,  to  which  it  contributes  the  greater  part  of  the  fatali- 
ties. In  these  cases  it  is  generally  stated  that  the  pulse  suddenly 
disappears^  the  patient's  face  assumes  a  death-like  pallor,  the  reflexes 
fail  and  the  pupils  dilate.  The  breathing  suddenly'  becomes  deep  and 
labored  (this  often  being  the  first  sjTnptom  observed)  and  ceases  after 
a  short  time.  This  accident  is  generally  stated  to  occur  in  the  early 
stages  of  aneesthesia,  often  before  the  operation  has  begun,  but  it  is  also 
met  with  after  vomiting  and  other  interruptions  to  a  smooth  course  of 
anfesthesia.  No  explanation  of  the  fatality  was  given  until  Embley's 
and  Levy's  researches  on  animals  showed  that  a  similar  sudden  heart 
failure  may  be  observed  experimentally.  Embley  regards  these  accidents 
as  the  result  of  excessive  and  abnormal  inhibitory  activity,  and  it  is  not 
impossible  that  the  inhibitory  apparatus  may  be  involved  in  some  of 
them.  But  Levy's  explanation  (p.  209)  that  the  ventricle  passes  into 
fibrillation  is  more  satisfactory  and  more  in  accordance  with  the  clinical 
observations-  The  conditions  which  favor  the  onset  of  this  condition 
are  still  obscure.  Imperfect  anoesthesia  is  obviously  one  of  them, 
but  this  may  conduce  to  the  fibrillation  either  through  permitting 
reflexes  to  act  on  the  heart,  or  by  throwing  that  organ  into  the  state  of 
irritability  in  which  fibrillation  is  liable  to  occur.  Fibrillation  has  not 
been  shown  to  occur  under  ether,  and  sudden  cardiac  syncope  is  a 
very  rare  occurrence  under  it  and  has  not  been  investigated  except  by 
Henderson,  whoae  views  have  been  given  already  (p.  209)* 

A  second  form  of  accident  in  anaesthesia  may  be  termed  tliat  from 
Overdosage  and  is  less  likely  to  be  fatal.  In  this  form  the  respiration 
becomes  shallower  and  finally  ceases  while  the  pulse  can  still  be  felt, 
or  the  heart  beat  can  still  be  felt  or  heard.  The  interval  between 
the  failure  of  the  breathing  and  that  of  the  pulse  varies  in  different 
accounts  and  in  some  both  are  said  to  have  disappeared  simultaneously. 
But  in  these  cases  the  gasping  respiration  is  not  seen,  which  is  charaetei^ 
istic  of  the  cardiac  syncope^  This  acddent  occurs  more  specially  when 
the  anflesthetic  has  been  pushed,  or  after  prolonged  inhalation.  It 
may  occur  under  chloroform  or  ether,  and  the  majority  of  fatalities 
under  the  latter  appear  to  be  of  this  character,  while  the  great  bulk 
of  chloroform  deaths  are  due  to  cardiac  syncope.  This  death  from 
overdosage  is  easily  elicited  in  animals  (Figs.  8  and  9),  and  has  been 

'  Gurlt't  careful  statiBticB  of  330,000  cftBU  of  annstheBiK  gave  a  mortality  of  1  in  2OO0 
tor  chloroform  »Dd  1  in  6000  for  etbpr,  but  these  b&tb  teem  uouAually  high. 
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the  subject  of  a  large  amount  of  experiinental  investigation,  which  has 
been  directed  chiefly  to  the  question  whether  the  respiration  or  the 
heart  is  the  first  to  fail*  This  appears  to  depend  on  the  concentration 
of  the  anfesthetic.  If  dilute  cidoroform  or  ether  be  inhaled,  the  respira- 
tion always  ceases  several  minutes  before  the  heart,  which  continues  to 
beat  fairly  strongly  at  first  but  rapidly  becomes  weaker.  If  more 
concentrated  vapoT  be  used,  the  respiration  again  ceases  before  the 
heart,  which  is,  howeverj  much  weakened  and  comes  to  a  standstill 
after  a  short  interval;  and  as  the  concentration  is  increased,  the  weak- 
ness of  the  heart,  at  the  moment  when  the  respiration  fails,  also 
increases,  and  the  interval  between  the  arrest  of  the  respiration  and 
that  of  the  heart-beat  becomes  shorter.  Finally,  when  air  saturated 
with  vapor  is  inhaled,  the  interval  between  the  two  is  so  short  as  to  be 
inappreciable  {Fig.  12),  When  concentrated  vapor  of  either  chloro- 
form or  ether  is  inhaled,  the  pulse  may  be  so  weak  as  to  be  no  longer 
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Diaerntn  repreaentioK  thu  8ta1e  of  the  heart  at  the  failure  of  respiration  from  an  aim- 
thetic  (chloroform  or  ether).  A  repreaenta  the  respir&toty  tnovetnetit^.  wtiicb  ocate  very 
«&rly  ia  the  traciDK,  Bt  tbe  pulaations  of  the  h^&Tt  at  thi«  point  if  the  anesthetic  vapor 
haft  ixrtjtj  much  diluted  with  air,  C  if  it  ifl  of  medium  strength,  D  if  very  concentratftl,  and 
E  if  «tursted.  Tbe  heart  puloatiOQ*  w  recorded  by  the  merniry  manometer. 

perceptible  before  the  respiration  ceases,  and  tlie  anaesthetist,  therefore, 
believes  that  heart  failure  has  been  the  cause  of  death,  but  if  the  move- 
ments of  the  heart  be  registered  directly,  it  is  found  beating  as  long 
as  the  respiratory  movements  are  carried  on.  The  importance  of  the 
condition  of  the  lieart  is  further  shown  by  the  results  of  attempts  to 
resuscitate  the  animal  after  the  respiration  has  ceased;  for  if  artiiicial 
respiration  be  commenced  at  once,  tJie  animal  can  invariably  be  restored 
to  life,  provided  the  heart  has  not  been  weakened  too  much;  but  if 
concentrated  vapors  ha\'e  been  inhaled,  the  heart  is  unable  to  carry 
on  the  circulation,  and  the  animal  cannot  be  resuscitated. 

Hill  has  pointed  ont  that  the  failure  of  the  respiration  may  be 
caused  in  part  by  the  anemia  of  the  central  nervous  system  from 
the  fall  in  bltxwl-prcssure.     The  weakness  of  the  heart  induced  by 
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diloroform  is  therefore  fraught  witli  double  danger,  for  not  only  is  the 
circulation  imperilled  by  it  but  the  respiration  is  indirectly  weakened. 

From  a  practical  point  of  view,  it  is  of  comparatively  little  impor- 
tance whether  there  are  a  few  fluttering  beats  of  the  heart  after  the 
last  inspiration  or  not.  The  all-important  question  Is  whether  the 
iieart  has  been  so  injured  as  to  be  unable  to  carry  on  the  circulation, 
and  this  is  decided  by  the  concentration  of  the  vapor  that  has  been 
inhaied.  Even  when  dilute  vapor  of  chloroform  is  inhaled^  the  heart 
Is  considerably  injured  when  the  respiration  ceasesj  while  under  ether, 
unless  very  concentrated  funics  be  inhaled  thf*  *^'''r\^  '  :  '  the  heart 
is  very  much  less. 

The  autopsy  in  cases  of  deatli  by  chlorolorm  or  etner  shows  no 
specific  lesions.  The  blood  is  often  dark  colored  from  the  asphyxia, 
and  the  heart  is  found  dilated.  Irritation  of  the  respiratory  passages 
may  be  present  in  ether  poisoning,  and  tlie  r>dor  of  the  aiiEcsthetic  may 
be  recognized  in  the  different  organs.  Microscopic  examination  may 
show  some  alterations  in  the  cells  of  the  respiratory  centre  and  cardiac 
ganglia,  fragmentation  of  the  heart  muscle,  and  some  degeneration  of 
the  liver,  kidne\'s,  spleen  and  heart  after  chloroform  (Poroschin). 

Of  late  years  a  good  deal  of  interest  has  been  excited  by  the  dis- 
covery that  the  perils  of  antesthesia  are  not  over  when  consciousness 
returns,  but  that  fatal  consequences  may  follow  several  days  later. 
These  late  fatalities  are  due  to  fatty  changes  of  the  heart,  liver  and 
kidneys  or  to  diabetic  coma  in  the  case  of  chloroform,  to  bronchitis, 
pulmonary  oedema  and  pneumonia  after  ether*  No  reliable  data  are 
as  yet  available  as  to  the  frequency  of  these  sequelje,  as  it  is  very 
difficult  to  distinguish  between  the  results  of  the  anaesthetic  and  the 
ordinary  forms  of  disease.  Even  the  proportion  of  cases  in  which 
albuminuria  occurs  after  chloroform  seems  to  vary  remarkably  in 
different  hospitals,  for  it  is  given  as  low"  as  5  per  cent,  by  some  authors 
and  as  high  as  30  per  cent,  by  others;  this  may  perhaps  be  explained 
by  differences  in  the  duration  of  the  anfesthesia.  The  irritant  effects 
of  ether  and  the  liabiHty  to  pulmonary  affections  afterward  have  been 
so  evident  that  some  surgeons  have  returned  to  the  use  of  chloroform, 
believing  that  the  late  effects  in  ether  claim  as  high  a  proportion  of 
victims  as  the  more  immediate  effects  of  chloroform.  This  irritant 
action  of  ether  may  be  avoided  to  some  extent  by  allowing  the  vapor 
to  be  inhaled  in  a  more  dilute  form  than  is  often  used  in  inducing 
anicsthesia.  And  there  is  reason  to  believe  that  the  pulmonary  effects 
are  often  intensified  by  the  air  inhaled  being  chilled  by  the  evaporation 
of  the  ether,  and  that  they  may  be  lessened  if  this  is  avoided  by  suitable 
inhalers. 

App&rfttuB  and  Prineiples,— The  principles  on  which  the  safe  pro- 
duction of  anesthesia  is  based,  then,  are  comparatively  simple,  but 
their  interpretation  into  practice  has  given  rise  to  various  methods* 
A  large  number  of  inhalers  have  been  introduced  with  the  object  of 
permitting  of  only  a  certain  degree  of  concentration  of  the  vapors. 
But  the  great  majority  of  these  are  entirely  erroneous  in  principle, 
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the  concentration  of  the  vapor  being  determined  by  the  character 
of  the  respiration  of  the  patient,  and  the  number  of  accidents  has  not 
been  appreciably  reduced  by  their  use.  In  one  of  these  the  amount 
of  oxj^gen  available  for  respiration  was  found  to  be  reduced  to  5  per 
cent,,  while  the  carbonic  acid  had  risen  to  7.8  per  cent,  after  two  min- 
utes' respiration.  This  mixture  of  gases  is  insufficient  to  support  the 
combustion  of  a  candle,  and  is  very  near  that  which  is  immediately 
fatal  to  animal  life.  In  another  the  concentration  of  the  vapor  was 
found  to  vary  between  1.2  and  16.4  volumes  per  cent.  Several  appa- 
ratus have  recently  been  constructed  on  correct  principles,  wliich 
allow  of  an  exact  gradation  in  the  strength  of  the  vapor  inhaled,  but 
they  are  exceedingly  cumbrous,  and  while  they  might  be  used  in  hos- 
pitalsj  are  certainly  not  available  for  ordinary  practice. 

The  advantage  of  this  principle  of  measuring  the  concentration  of  the 
vapors  is  further  only  relative,  for  it  has  been  shown  that  vapors  so  dilute 
as  to  be  absolutely  safe  do  not  induce  antesthesia  within  a  reasonable 
time.  Thus  1  per  cent,  chloroform  seems  to  be  practically  safe,  but 
no  surgeon  will  wait  J-}  hr.  for  the  anfesthetist*  To  induce  antesthesia, 
therefore,  vapors  have  to  be  used  which  would  in  time  be  fatal,  and 
only  after  the  reflexes  disappear  is  it  possible  to  reduce  the  concentration 
to  the  point  of  absolute  safety.  The  responsibility  of  the  antesthetist 
is,  therefore,  lessened,  but  by  no  means  entirely  removed  by  these 
methods.  In  the  vast  majority  of  cases,  however,  much  simpler 
apparatus  is  used,  and  the  ordinary  mask  or  towel  on  whicli  tlie  anaes- 
thetic is  poured  is  not  responsible  for  a  larger  proportion  of  accidents 
than  the  more  complicated  forms  of  apparatus.  When  no  inhaler  is 
used,  the  anaesthetist  attempts  to  regulate  the  concentration  of  the 
vapor  according  to  the  symptoms,  and  this  can  be  done  with  complete 
success  by  watching  the  respiration  closely.  If  the  breathing  be  shallow, 
much  less  concentrated  vapor  is  inhaled  into  the  alveoli  than  if  it  be 
deep  and  gasping,  for  in  ordinary  respiration  the  air  in  the  smaller 
bronchioles  and  alveoli  is  not  exchanged  directly  with  every  respiration, 
but  only  by  a  process  of  diffusion  from  the  larger  air  passages.  The 
deeper  the  respiration,  however,  the  further  does  the  vapor  penetrate 
and  the  lower  the  concentration  needed  to  change  the  quantity  in  the 
blood.  An  experienced  antesthetist,  by  watching  the  respiration,  raising 
the  mask  during  deep  breathing  and  replacing  it  when  it  becomes 
steady,  can  regulate  with  sufficient  nicety  the  concentration  of  the 
aniesthetic  in  the  alveoli  and  thereby  the  quantity  in  the  blood.  When 
ansesthesia  has  been  attained,  he  of  course  reduces  the  concentration 
until  the  return  of  the  reflexes  indicates  awakening  consciousness,  and 
even  then  applies  much  smaller  quantities  than  were  necessary  at  first. 

This  method  of  inducing  anesthesia  requires  the  anfiesthetist  to  watch 
otdy  the  respiration  and  the  reflexes,  and  is  that  advTsed  by  Simpson 
and  his  followers  (see  Hyderabad  Commission  Report).  A  further 
aafeguard  has  been  sought  for  in  the  condition  of  the  pulse,  and  this 
would  seem  the  natural  consequence  of  what  has  been  stated  above  as  to 
the  importance  of  the  condition  of  the  heart.    The  pulse,  however,  is 
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not  vrry  rrliulili*  an  ti  ^mtUi  in  untcHthcsm,  for  in  the  second  stage,  in 
icliii'li  II  rrrluiit  nniiilrt'r  at  fulAlitien  amir,  it  is  fiuickened  by  the  excite- 
liicril  liJul  iriiiy  \tv  inv^wlnr,  (lik!  *Hily  gives  indirations  of  danger  when 
It  \%  ititt  Jaic  III  ijiki*  ihtiahurfM  iti  |»r«'vent  it.  In  the  third  stage  it  may 
hrfiiirir  i^rudimily  wrtikcr,  n\u\  lhii«  indicate  approaching  danger,  but 
If  i\w  rrniMMiLiun  lie  wateheil  tlie  waruiiij;  is  given  earlier.  A  large 
MMliilper  of  jimi'hllirtifits  advise  ihut  tlie  [nilse  and  respiration  both 
be  wiilchrd,  riiid  (liifi  wtnild  .s<*eTn  ti»  be  the  safest  method^  provided 
lllvva^'n  \\uii  \\h'  itnji'Hthe( int  ih>e.s  not  dc]»end  on  the  pulse  too  much  for 
|lidii')i(i(}itM  tit  ibingcr*  and  does  not  allow  it  to  distract  his  attention 
from  Hir  iiHtrc  iinnortanl  iiidicatioMH  given  by  the  respiration. 

ProUniliiiiry  ElxitininttUoii.  -  Itefore  aiuestfiesin*  a  careful  examination 
lihoiilit  lii^  niadi-  of  thr  lomlition  tif  the  patient,  and  if  there  is  great 
ft]i\irty  uiid  rxcilenirut.  a  hv|icHltTiuie  injection  of  morphine  may  be 
Hivi'h  ^lef^^^t'h^md,  or  ehlornl  may  lie  preBcribcd*  but  these  are  rarely 
nr(H\'i?iiiry,  X  nlviihir  distMise  of  the  heart  does  u(>t  ctiutra-indicate  an 
aiut'nthrlir  nnle.s.t  ihrrt*  nrt*  nuirked  sytnptoni^?  of  ineificieney.  such  as 
dr*»^v?iy  or  UHleina.  In  fattv  ibsease  of  the  hearty  on  the  other  hand, 
ehlikhiforut  is  to  lie  uvoidtni*  atjd  if  it  iieenis  extensive,  ether  is  also 
tltiuitenni^  from  the  strain  put  on  the  cirtndfttion  during  the  exeite- 
liunit,  t'hlort»forn»  is  liable  to  induct*  fatty  degeneration  of  the  heart, 
Hud  f\*r  lhi5  rt^wsiut  it  would  not  Mt^in  nilvi^nblc  to  use  it  in  suecessive 
ttiouH  on  the  same  ^mtient.  .Vthert>iuatous  arteries  are  dangerous 
the*  teudeney  to  n^K^jdexj  duritig  tlie  stwud  stage  also,  and  if 
Hm*sthi^»ui  is  ttlvn^uteK  nrtYssary,  an  opiate  ought  to  be  given  prc- 
N      '       \       1  tid  io  W  dsingertHis  In  cmscs  of  brmui  tumor, 

o  frvuu  the  fm^ility  cl  the  vessels.  In  €wsm 
e4  lu\ttH-haL^  ttiki  i^(»rrh  \^  the  «ir  |ms5ag«^  ehlorofonn  is  io  be  pre^ 
Kremi  to  etlw  a*  it  b  W^!ts  irritating,  whik  in  Brii^fat'^  dbemse  dbkiro- 
ttmn  i&  yeocfttU^'  iiuxre  ii^jurious  than  ether  from  ibe  resultant  aA«« 

^vwl  l\v  uuiiv:'  .        urb  the  rimi  NaHkiBaL  AdvmKed  didbctea 
»  wwmhwMi,  tkm         mnmem^  m  tlie 
Md  K%mm  %mi  <J««tk  so— Hhwii  wymeMig  m  tbe 

t^dl  Mm  tiba  wbeee  Ae  Iww^lih  fe  fonaj  l»b» 

c«re  te»  mmoms       tbAC  where  it  t$  b»ee  iIm  W  p» 

Mil  ^  bM«»  b^iiff^  9ft  tbtti  th»  t»l«>irb  MMT  W I 

«>c«&M  aft     «ft  foadMK  TW  bowdb  ahwMi  db»  b» 


iMraa- jwinBih  ^  peew>t  ib»  Ml 
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if  the  operation  is  likely  to  be  a  long  one,  Tlie  eyes  are  closed  m  order 
to  protect  the  conjunctiva  from  the  irritating  vapor.  The  anEesthetic 
is  then  applied  on  a  towel  or  on  a  tnask^  which  ought  to  be  freely  per- 
meable by  the  air,  and  ought  not  to  fit  closely  to  the  face.  Masks  w^ere 
formerly  employed  to  administer  ether  (closed  method)  in  which  the 
respiration  was  seriously  impeded,  so  that  the  patient  was  partially 
asphyxiated  besides  receiving  a  highly  concentrated  ether  vapor.  It 
must  be  remembered  that  the  air  passes  through  cloth  with  much 
greater  difficulty  when  it  is  wet  by  the  saliva  and  mucuSj  and  that  a 
mask  which  is  freely  permeable  at  the  commencement  of  an  operation, 
may  lead  to  asph^^a  after  it  has  been  soaked  during  the  first  and 
second  stages.  The  patient  is  instructed  to  breathe  as  regularly  as 
possible^  or  to  count  from  one  upwards^  and  some  of  the  antesthetic 
is  dropped  on  the  mask.  If  the  breath  be  held,  the  mask  should  be 
raised  a  little  from  the  face,  as  the  next  inspiration  will  be  a  very  deep 
one.  During  the  excitement  stage  the  respiration  is  irregular,  and 
great  care  must  be  taken  to  avoid  the  inhalation  of  too  concentrated 
vapor.  As  soon  as  the  conjunctival  reflex  disappears,  the  mask  is 
raised,  and  is  replaced  only  when  it  reappears  or  when  the  patient 
evinces  signs  of  pain.  The  object  of  the  anBesthetist  should  be  to  main- 
tain an  even  anresthesia  and  to  avoid  sudden  changes;  this  is  best 
attained  by  raising  and  lowering  the  mask  slightly,  or  by  varjing  the 
number  of  drops  of  anoesthetic  falling  on  it;  the  inhalation  should  not 
be  completely  interrupted  except  in  danger.  Throughout  the  anEesthesia 
care  must  be  taken  to  prevent  any  interference  with  the  respiration 
by  the  operator  leaning  on  the  thorax  or  abdomen.  Very  often  ster- 
torous respiration  sets  in  irom  the  tongue  falling  back  into  the  throat, 
and  this  has  to  be  remedied  by  pressing  forward  the  angle  of  the  jaw, 
or  if  this  is  not  sufficient,  by  pulling  out  the  tongue  with  a  blunt-pointed 
forceps.  Vomiting  is  a  very  common  occurrence  in  aneesthesia,  and  when 
it  sets  in,  the  head  is  turned  to  one  side  and  the  vomited  matter  removed 
with  a  s|>onge, 

A  more  serious  accident  is  the  failure  of  the  respiration.  A  reflex 
arrest  often  occurs  in  the  first  stage,  but  is  not  of  importance  in  itself 
but  only  from  the  deep  gasping  inspiration  which  follows  it.  If  the 
anfeathetic  be  given  too  long  in  concentrated  form,  however,  the  respi- 
ration fails  from  direct  action  on  the  centre,  and  this  demands  imme- 
diate attention.  The  head  ought  to  be  lowered  at  once,  and  the  lower 
limbs  elevated,  in  order  to  drive  the  blood  to  the  head  as  far  as  pos- 
sible and  thus  remedy  the  ans^mia  of  the  brain  from  the  weakness  of 
the  heart  that  accompanies  the  cessation  of  the  respiration^  The 
epiglottis  must  be  raised  by  pressing  forward  the  angle  of  the  jaw 
(Hare),  or  by  dragging  forward  the  base  of  the  tongue  mth  hook  or 
finger.  Artificial  respiration  in  one  or  other  form  ought  to  be  commenced 
at  once,  and  curried  on  as  long  as  is  necessary ;  a  large  number  of  methods 
of  performing  artificial  respiration  have  been  proposed,  but  they  can 
only  be  taught  in  a  practical  class  and  need  not  be  entered  upon  here.t 

*  For  a  oonip&riaou  ot  the  efficAcy  of  differeal  formi  ko  SehO/ert  Medico-ChirurBical 
Tr&nMctioiui.  vol,  Imvi.  lupplemsnti  1904. 
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SUBSTANCES  ACTING  AFTER  ABSORPTION 


If  tlic  ptihe  is  weak,  intemitttent  pressure  over  the  heart  may  aid  it  in 
(rarryiiifc  on  the  circulation,  and  in  some  cases  the  abdominal  cavity 
hm  l*rcfi  rapidly  opencrd  and  the  heart  compressed  between  one  hand 
Ix'low  iUc  diapiiraifni  and  the  other  on  the  chest  wall.  This  heroic 
measure  has  in  some  cases  restored  the  heart  beat  and  the  respiration, 
VanoiiM  dni^ftt  have  been  recommended  in  these  cases,  but  it  is  exceed- 
ii>jfly  ']UCMtionabh'  whether  they  are  really  of  service;  alcohol,  ammonia 
and  ether  have  been  injected  snbcutaneously,  and  may  conceivably 
eiiUHc  Huch  IfK'id  irritation  as  to  reinstate  the  respiration  reflexly,  although 
tills  ifl  iinprobabJe,  Strycluiitie,  caffeine  and  atropine  have  been  in- 
jected as  rcHpiratory  stimulants,  and  digitalis  to  strengthen  the  heart 
coiitnicfion;  na  n  matter  of  fact,  however,  if  the  circulation  is  strong 
choiikIi  to  cause  the  absorption  of  these  drugs  and  carry  them  to  the 
rrspirntory  centre  iind  the  hearty  the  patient  will  recover  with  the 
artiticial  respiration  alone,  while  on  the  other  hand,  they  are  of  no 
value  unless  Mbsorbed,  Nitrite  of  amyl  is  useless,  as  it  can  only  affect 
the  licart  by  rcducinjc  the  blood-pressure,  which  is  already  dangerously 
Itnw  In  animal  experiments,  the  best  results  are  obtained  by  the 
intravenous  i>r  intracardiac  injection  of  adrenaline  in  saline  solution. 
I  Cartiiac  syncope  and  fibriilation  is  the  most  dangerous  accident  of 
Rn»*^tlu'Mi«.  and  probably  is  irremediable  when  fully  developed.  The 
treatment  consi.sts  in  inversion,  artificial  respiration,  and  massage  of  the 
lieart*  KuiMey  retximmends  the  injection  of  atropine,  on  the  view  that 
the  ix>ndttion  is  due  to  inhibition,  and  it  might  be  thrown  into  the 
heart  directly  by  means  of  a  long  hypodermic  needle.  The  experiments 
of  Levy  show  tliat  adrenaltne  favors  ventricular  dbrillation  under  cliloro- 
formi  and  this  ^H>wcrful  stimulant  is  therefore  inadmissible  in  syncope. 

In  the  i^ttursie  of  very  long  operations  it  is  recommended  to  allow 
the  (Wit lent  to  almost  recover  consciousness  at  intervals,  but  this  is 
deprwatetl  by  IKnnlerson  and  Levy  as  favoring  the  onset  of  syncope. 
It  uui!it  W  rcHMmbereil  that  in  prolonged  anaesthesia  comparatively 
AiuaU  quantities  are  required  to  maintain  unconsciousness  whea  it  is 
|ttiK»  completely  rtttcbed»  and  mi  th«  same  time  that,  owing  to  the  fall 
nt  lenprnturr  and  the  prolonged  action  of  the  drug,  the  quantity 
MMSaiy  to  produce  cessation  of  the  r^piration  and  the  heart  is 
ttlfech  atualler  than  duriitg  shorten  operations.   In  order  to  induce  unatsr 
timia  within  a  reasi^vimble  timet  comparatively  strong  vapor  may  be 
UMil.  but  as  soon  as  lukconsciousoess  is  reached,  the  ^-apor  oi^t  to  be 
diluttxl  as  far  as  b  compatible  with  the  continuation  of  the  niurods.' 

Oil  the  coaipktion  of  the  o{.)erutiou.  the  patient  seldom  requires 
KwUmv  attention  from  the  amesthetbt;  after  prokmged  anesthesia 
Ikeat  wa>'  W  api^ied  by  warm  bi^ttles.  elc.»  as  the  temperature  often 
ix^ntiauca  to  fall  fotr  some  time  after  the  adnunistratioa  of  the  drug 
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bas  ceased.  If  vomiting  persists  after  the  recovery  of  consciousness, 
ice  may  be  sucked,  or  bismuth  may  be  prescribed,  The  inhalation 
of  vinegar  has  been  recomniended  and  relief  is  soraetiines  given  by 
lavage  of  the  stomach. 

The  patient  should  always  be  placed  in  the  recumbent  position 
when  possible*  as  otherwise  the  weakened  heart  tends  to  drive  the 
blood  in  the  direction  of  least  resistance*  that  is,  downward,  and  in 
the  depressed  condition  of  the  vasomotor  centre^  this  is  not  counter- 
acted by  the  contraction  of  the  arterioles  of  the  abdomen^  and  ansemia 
of  the  brain  and  fainting  are  liable  to  result.  The  operation  ought 
not  to  be  commenced  until  anaesthesia  is  complete;  otherwise  reflex 
inhibition  of  the  heart  or  syncope  may  result  and  lead  to  fatal 
results. 

Various  drugs  have  been  advised  as  preliminaries  to  aneesthesia, 
generally  with  the  object  of  preventing  the  reflex  arrest  of  the  respira- 
tion and  heart.  Thus  atropine  has  been  proposed  to  paralyze  the 
vagus,  and  to  arrest  the  mucous  secretion  and  vomiting,  and  spraying 
of  the  nose  with  cocaine  has  recently  been  advised  to  paralyze  the 
sensorj"  terminations  and  so  prevent  the  irritation  which  sets  up  the 
reflexes.  It  has  been  proposed  to  dilute  ether  or  chloroform  vapor 
with  oxygen  instead  of  air,  but  this  has  no  advantages.  In  order  to 
avoid  the  unpleasant  suffocating  effects  of  ether  and  to  permit  of  less 
concentrated  vapor  being  used,  the  injection  of  0.01  G,  (i  gr.)  of  mor- 
phine along  with  0.5  mg,  d^ir  gr.)  of  hyoscine  has  been  advocated  as  a 
preliminary  to  ether  anesthesia,  and  this  has  become  a  routine  pro- 
cedure in  some  clinics,  from  which  satisfactory  results  are  recorded.  In 
others,  some  less  unpleasant  aniesthetic,  such  as  nitrous  oxide  or  ethyl 
chloride,  is  used  to  induce  antesthesia,  which  is  afterward  maintained 
by  ether. 

Intravenous  Infusion  Anseathesia, — The  intravenous  injection  of  ether 
has  been  advocated  recently  (Burkhardt),  with  the  object  of  avoiding 
the  local  irritant  etfects  of  ether  vapor  in  the  lungs»  and  has  proved 
useful,  especially  in  operations  on  the  mouth  and  throat,  in  which  the 
ancesthetist  is  liable  to  be  hampered  by  the  surgeon*  A  solution  of 
5-8  per  cent,  of  ether  in  sterilized  Ringer's  solution  is  slowly  infused 
through  a  cannula  introduced  into  a  vein,  and  as  aneesthesta  is  induced 
the  rate  of  flow  is  lessened  until  the  point  is  reached  which  is  just  suffi- 
cient to  maintain  unconsciousness.  An  injection  of  atropine  is  often 
given  pre\nously  to  lessen  the  mucous  secretion  of  the  bronchi,  and 
morphine  and  hyoscine  are  also  injected  previously  by  some  anaes- 
thetists* The  method  has  advantages  in  some  conditions  but  is  liable 
to  cause  hremoglobinuria  and  is  not  adapted  for  ordinary  surgical  work, 
in  which  the  inhalation  method  is  simpler  and  involves  less  apparatus. 
Vomiting  and  marked  mucous  secretion  occur  from  intravenous  anaes- 
thesia, the  latter  perhaps  from  the  ether  excretion  tlirough  the  lungs, 
which  proceeds  rapidly.  Soporifics,  such  as  hedonal,  have  been  sub- 
stituted for  ether  for  infusion,  but  induce  a  very  prolonged  anaesthesia, 
which  in  some  cases  has  proved  fatal. 
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VariouB  ftBxtores  of  the  Aiawlbetkt  have  been  adviaed  at  differcDt  times. 
Of  theae  the  ACE  mixture  (aloohcd  1,  ether  2,  and  efalOTofona  3  parts  by  vol- 
ame)  m  the  best  known.  Its  uae  has,  hmrever^  been  attended  with  numerous 
fatalities,  as  was  only  to  be  expected  from  a  oonsidenUiofi  of  the  vobtitity  of 
the  different  cogredieiits,  Eth^,  being  the  most  Tv^tife,  n  fitst  inhaled,  and 
then  cbiorofonnT  and  Uat  of  all  Lb«  alo^u^  The  safe  concentiataoo  of  ether 
m,  however,  much  greater  than  that  of  chU»t>fonii,  and  a  yapor  which  may 
be  perfectly  safe  aa  k»ig  aa  it  coiUMt*  <jl  ether  for  the  moBt  part,  may  become 
exceedingly  dani^erous  when  it  ooosista  of  chlorofonn.  This  method,  therefore, 
tiusreani  the  responsibihty  of  the  anesthetiBt  by  leading  him  in  camplete 
^gooranoe  as  to  the  compositioD  of  the  ansethetie  at  any  given  time.  The  same 
criticism  applies  to  a  mixture  of  ansethetics  advocated  by  Schletch  and  coo- 
taining  ether,  chloroform  and  petrol,  which  enjoyed  a  brief  popularity  some 
years  ago. 

The  action  of  such  nuxtures  is  a  simple  sum  the  actions  of  the  constituents ; 
the  [mence  of  chloroform  doe^  not  mten^ify  the  aniesthetic  action  of  ether, 
Bxeept  in  BO  far  as  the  chloroform  iUeU  an^heti^es.  In  other  words  there  is 
no  synergism  between  chloroform  and  ether  such  as  has  been  shown  to  exist 
between  morphine  and  hyoecine  for  example. 

Ethyl  Chloride  (CtH^)  baa  been  advocated  of  recent  y&as  as  an  anesthetic 
for  minor  operations  and  examinations,  and  possesses  the  advantages  of  acting 
very  quickly  and  of  lea\'ing  no  after  effects  except  occasionally  some  nausea, 
the  patient  generally  feeling  perfectly  well  in  a  few  minutes.  It  ia  kept  in 
sealed  tubes  and  inhaled  through  a  mask  as  it  is  extremely  volatile,  boiling 
at  about  12"  C.  Anastheaia  is  obtained  in  about  two  to  five  minutes,  but 
complete  muscular  rela^cation  ±s  often  absent.  Recovery  follows  a  few  min- 
utes after  the  removal  of  the  mask.  It  is  not  unpl^isant  to  inhale  and  gen- 
erally induces  no  excitement  or  other  unfasxirable  symptoms.  The  pulse 
is  generally  slowed,  while  the  respiration  is  deep.  Embley  states  that  in  ani- 
mals the  effects  are  simihir  to  those  of  chloroform,  but  that  it  is  leas  poisonous 
to  the  heart,  about  nineteen  times  as  concentrated  vapor  being  necessary  to 
weaken  it.  The  concentration  of  ethyl  chloride  vapor  necessary  to  induce  car- 
diac inhibition  is  four  limes  that  of  chloroform,  and  this  inhibition  is  not  fatal 
as  the  heart  muscle  is  less  affected.  The  vapor  may  be  inhaled  in  5-7  per 
cent,  concentration  without  inducing  inhibition  in  the  dog.  Nidoux  found 
about  20  mgs.  of  ethyl  chloride  per  100  c,c,  in  the  blood  in  light  ansstheaia, 
from  30  to  150  mgs.  in  deep  ans^hesia  and  40-lSQ  at  death.  A  number  of 
{ataiities  have  occurred  under  its  use,  about  oue  in  three  thousand  of  those 
•niesthetJaed.  Some  major  operations  have  been  performed  under  ethyl  chloride, 
ibat  it  is  found  difficult  to  maintain  a  uniform  ancesthesia,  owing  to  the  rapidity 
with  which  consciousncsa  returns.  It  is  often  employed  to  introduce  anaesthesia, 
which  is  then  maintained  with  ether.  Ethyl  chloride  should  not  be  administered 
in  larger  quantities  than  4-5  c.C- 

Varioua  other  members  of  the  fatty  series  have  been  introduced  as  general 
anieethetics  at  different  times,  but  few  of  them  have  proved  to  have  any  advan- 
tage over  chloroform  and  ether,  and  fatalities  have  occurred  after  ail  of  those 
that  have  received  a  -widG  trial.  Pental,  trimethylethylene  «CH*)j  C  =  CHCH,) 
was  introduced  for  short  operations  but  a  number  of  accidents  occurring 
under  it  led  to  its  being  abandoned.  It  produces  anesthesia  before  the  reflexes 
disappear  or  the  muscles  relax,  and  not  infrequently  the  jaws  are  tightly  closed 
after  consciousness  is  loat.  In  some  cases  tremor  and  convulsive  attacks  have 
occurred  during  its  administration,  but  it  seems  to  have  very  little  action 
on  the  heart  or  circulation.  Ethyl  Bromide  (CsH^Br)  has  also  been  used  for 
short  operations  instead  of  chloroform,  and  produces  anaesthesia  with  great 
rapidity.  Consciousness  returns  quickly  after  the  removal  of  the  mask,  but 
the  inhalation  is  not  so  pleasant  as  that  of  ethyl  chloride  and  patients  com- 
plain of  greater  depression  and  discomfort  afterward*  Hennicke  found  that 
10  vol.  per  cent,  of  ethyl  bromide  were  necessary  to  ana'Sthetize  animals  within 
fi\^e  minutes,  and  that  if  this  concentration  were  maintained,  death  occurred  in 
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fifteen  mmutes,  so  that  it  is  by  no  means  to  be  considered  a  perfectly  safe 
aDJBsthetic;  several  deaths  have  ixcurred  from  its  use  in  dentistry.  Both 
pentaJ  and  ethyl  bromide  are  administered  on  a  mask  in  the  same  way  as  ether. 
Ethyl  bromide  muat  be  distinguished  from  ethylene  bromide  (CtHiBri)  which 
is  a  mueh  more  dangerous  ariBesthetic.  Ethyl  bromide  is  very  iiable  to  decom- 
position when  kept  long,  and  is  often  furnished  in  an  impure  form;  it  ought 
to  be  perfectly  colorless,  as  a  yelloftTflh  color  indicates  decomposition^  often 
with  the  presence  of  free  bromine. 

The  other  members  of  this  series  possess  no  practical  importance.  It  may 
be  mentioned  that  tetrachloride  of  carbon  [CCU)  differs  from  the  others  in 
causing  convulsions,  while  perchlorethane  (CaCli)  is  a  crystaUine  solid  and 
possesses  too  high  a  boiling  point  to  be  available  for  inhalation. 

Therapeutic  U^es.^ — Aniesthesia  is  generally  induced  for  the  purpose 
of  surgical  operations  and  examinations,  and  in  labor  Until  recent 
years,  when  it  was  ne<>essary  to  perform  an  operation  or  manipulation 
invoiving  much  pain,  the  surgeon  had  to  consider  only  which  of  the 
two  general  anfpsthetics  was  the  better  adapted  to  the  case.  But  the 
improvements  introduced  in  the  methods  of  inducing  local  anesthesia 
and  the  reintroduction  of  nitrous  oxide  and  ethyl  chloride  as  surgical 
anflpsthetics  have  now  enlarged  his  field  of  choice,  and  the  further 
question  has  to  be  met  whether  unconsciousness  is  d^irable,  or  whether 
the  necessities  of  the  case  may  not  be  met  by  paralyzing  sensation  at 
the  seat  of  operation  only.  The  advantages  claimed  for  local  anaes- 
thesia will  be  discussed  under  cocaine,  but  the  general  conditions  in 
which  chloroform  and  ether  are  to  be  preferred  may  be  stated  shortly 
(see  also  nitrous  oxide).  General  anaesthesia  is  absolutely  essential 
where  complete  relaxation  of  the  muscles  Is  desired,  and  where  the 
movements  of  the  patient  may  imperil  the  success  of  the  operation. 
Operations  on  the  abdominal  organs  and  around  joints  and  such  others 
as  involve  wide  and  deep  incisions  will  almost  certainly  continue  to  be 
performed  under  chloroform  or  ether,  although  a  few  such  operations 
have  been  performed  under  cocaine.  In  many  less  serious  operationa 
it  is  necessary  also  to  have  recourse  to  the  older  methods,  which  allow 
greater  freedom  to  the  surgeon,  who  is  under  no  apprehension  that 
he  may  reach  a  sensitive  area  and  has  thus  one  less  source  of  anxiety 
than  if  the  anipsthesia  were  localized.  Another  argument  for  the  use* 
of  general  anspsthetics  is  the  effect  which  the  anxiety  and  the  sights 
and  sounds  of  the  operating  room  may  have  on  a  nervous  patient  even 
when  no  actual  pain  is  felt.  And  a  considerable  amount  of  practice 
is  required  before  complete  local  aniesthesia  can  be  induced  over  an 
extensive  field  of  operation,  while  the  surgeon  has  often  to  interrupt 
his  manipulations  in  order  to  admit  of  a  fresh  area  being  renderecL 
an&lgesic.  But  there  is  no  question  that  many  operations  in  which 
ether  or  chloroform  has  hitherto  been  employed,  will  in  the  future  be 
performed  more  often  under  local  anaesthesia  or  nitrous  oxide.  In 
this  class  may  be  included  most  minor  operations  in  which  only  very 
short  or  partial  ansestheaia  is  necessary  and  in  which  no  complications 
are  to  be  anticipated.  Nitrous  oxide  and  ethyl  chloride  are  scarcely 
to  be  regarded  as  rivals  to  ether  and  chloroform  in  any  but  minor 
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operations.  But  in  these  tbey  have  the  great  advantage  that  the 
patient  can  be  disniissed  within  a  few  minutes  after  the  operation  is 
completed,  while  if  ether  or  chlorofonn  b  employed  complete  recover^' 
is  only  reached  after  several  hours;  when  the  latter  are  used  in  minor 
operations,  the  discomfort  resulting  from  the  anaesthetic  may  be  alto- 
gether out  of  proportion  to  the  actual  surgical  manipulation. 

During  laW  only  the  lighter  degrees  of  ans^thesia  are  iiecessar>', 
the  object  being  to  dull  the  pain  without  lessening  to  any  marked 
extent  the  reflex  irritability  of  the  spinal  cord,  and  accidents  are 
extremely  rare  in  this  use  of  anaesthetics,  although  the  common  state- 
ment that  they  are  unknown  is  incorrect.  Some  cases  have  been 
recorded  in  which  it  is  believed  that  chloroform  was  fatal  to  the  child 
and  not  to  the  mother,  but  it  \s,  of  course,  impossible  to  state  with 
certainty  that  the  anesthetic  was  the  cause  of  death.  If  too  deep 
amesthesia  is  produced,  however,  it  is  quite  conceivable  that  the  labor 
may  lie  prolonged,  or  the  blood-pressure  so  reduced  as  to  lead  to  an 
imperfect  exchange  of  gases  in  the  placenta  and  thus  to  the  death  of 
the  infant;  or,  as  another  explanation  it  might  be  suggested  that  the 
irritability  of  the  respirator)'  centre  of  the  child  may  be  so  reduced 
that  it  fails  to  react  when  the  placental  circulation  is  interrupted. 

Amesthetics  are  also  employed  in  cases  of  extreme  irritability  of 
the  central  nervous  system,  as  in  str^'chnine  poisoning,  tetanus  or  other 
convulsive  affections.  In  order  to  reduce  these,  it  is  unnecessary  to 
produce  deep  anv^thesia,  a  few  whiffs  of  chloroform  being  generally  suf- 
ficient to  produce  quiet,  often  without  affecting  the  consciousness  to  any 
marked  extent.  In  cases  of  very  acute  pain,  chloroform  or  ether  may  be 
used,  but  as  a  general  rule  morphine  or  opium  is  preferable,  as  the  action 
lasts  much  longer  and  the  adminbtration  is  much  more  convenient. 

The  Irxral  action  of  chloroform  and  ether  on  the  stomach  and  skin 
is  entirely  inde[>endent  of  their  action  as  anesthetics,  and  has  been 
discusser!  separately  (see  page  73). 

PaEPA  RATIONS. 

U.  S.  P.— CHi/>RoroRMUM,  a  liquid  containing  9&-99,4  per  cent,  by  weight 
of  absolute  chloroform  fCHCU)  and  0.6-1  per  cent,  of  alcohol. 

iE-niER,  ether,  a  liquid  composed  of  al>out  96  per  cent,  by  weifcht  of  absolute 
ether  or  ethyl  oxide  ((CiH|)aOj  and  about  4  per  cent,  of  alcohol  containing  a 
little  water. 

iEriiYLis  CHUJitrDLM,  ethyl  chloride  (CaII»Cl),  an  extremely  volatile  liquid 
bfjiling  at  12.5-13'*  C.  (about  55**  F.). 

iJ.  J*.— Chlokoformum,  conlaina  98  per  cent,  of  chloroform  (CHCh),  and  2 
percent,  of  ahsfjlutc  alcohol.    Its  sperific  gravity  is  1.4S3-1.4S7 

Mthym  Purikicatl.s,  ether,  contuina  about  95  per  cent,  of  absolute  ether 
((CsIlOtO)  along  with  some  alcohol  and  watorand  has  a  specific  gravity  of  0.720 

Ethyl  Chloridum,  ('iII»('1,  a  very  volatile  liquid  of  specific  gravity  0.92-0  96, 
and  containing  nut  \em  than  99.5  per  cent,  of  ethyl  chloride. 

Chlorofonn  is  ordinarily  formed  by  the  action  of  chlorine  on  alcohol^  the 
chlorine  l>eing  added  in  the  form  of  c-hloriiiHted  lime.  The  crude  drug  is 
purified  by  rejKjated  washing  with  water  and  sulphuric  acid,  and  dried  over 
calcium  chloride.  The  fatalities  following  it.s  use  have  frequently  been  ascribed 
to  impurities,  and  a  certain  demand  has  arisen  for  a  purer  article  than  that 
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required  by  the  pharmacopoeias.  Another  method  of  preparation  hus  therefore 
beeo  iotroiliiced.  the  decomposition  of  chloral  by  soda  {CHoTofprmum  e  Chloral 
prtF^paratum) ,  Other  pure  forma  are  prepared  from  ordinary  chloroform  by 
crystaliizing  it  by  cold  (Pictet),  or  by  forming  a  compound  with  salicyUd  and 
decomposing  it  again  by  slight  heat,  Chloroform  (Ajischutz)  or  Chloroform 
iSolicyiid), 

The  impurities  of  chloroform  are  due  partly  to  imperfect  manufacture  and 
partly  to  decomposition-  Along  with  the  chloroform  there  diatiJe  over  a  small 
quantity  of  heavy,  oily  fluid,  which  may  be  isolated  by  Pictet's  method, 
but  whose  composition  is  entirely  unknown.  DuBois-Reymond  found  that 
thia  fluid  acted  more  strongly  on  the  heart  than  pure  chloroform,  but  it  ia 
verj'  queetionftble  whether  the  minute  quantities  mhaled  in  ordinary  anaes- 
thesia produce  effects  of  any  importance,  and,  on  the  other  hand,  it  is  quite 
certain  that  the  use  of  absolutely  pure  chloroform  doea  not  prevent  accidenta. 
Chloroform  undergoes  decompoeiuon  when  exposed  to  light  and  air,  hydro- 
chloric acid  and  chlorine  being  set  free  in  small  quantity.  These  can  affect 
the  course  of  anfesthesia  only  throufch  their  local  irritant  action,  but  if  present 
in  sufficient  quantity  may  cause  the  respiration  to  be  more  irregular  than 
usual  in  the  earher  stages;  the  chloroform  used  for  anfesthetic  purposes  ought, 
therefore,  to  be  kept  in  a  dark  place  or  in  colored  bottles.  Another  decom- 
position occurs  when  chloroform  is  evaporated  in  the  neighborhood  of  a  large 
flame,  such  as  that  from  gas  or  lamps,  and  hydrochloric  acid  and  carbonylchloride 
or  phoegene  (CCI3O}  are  formed;  phosgene  ia  one  of  the  most  dangerous  gases 
known,  for  even  one  volume  in  40,000  of  air  is  sufficient  to  induce  pulmonary 
<£dema  if  inhaled  for  thirty  minutes;  the  cedema  comes  on  very  slowly  and 
proves  fatal  only  after  eight  to  twelve  hours.  Several  accidents  have  occurred 
from  this  ga&  being  formed  in  Bmall  operating  rooms,  both  patient  and  attendants 
Builering  from  severe  poisoning  afterwards. 

Chloroform  ia  &  heavy  volatile  fluid,  of  characteristic  pleasant  odor  and  hot, 
sweetish  taste.  Its  specific  gravity  ia  1.476  (U.  S.  PO  and  L483-1.487  (B.  P.), 
And  it  boils  at  60-61*  C.  A  number  of  testa  are  given  for  impurities,  but  those 
of  importance  can  generally  be  detected  by  the  odor,  especially  if  some  chloro- 
form is  allowed  to  evaporate  in  a  watch-glass,  when  the  last  drop  ought  to 
have  no  irritant  effect  when  inhaled  Chlorine  and  hydrochloric  acid  may  be 
tested  for  by  shaking  the  chloroform  with  distilled  water,  and  testing  the  latter 
with  potassium  iodide  and  starch  and  with  silver  nitrate.  The  water  ought 
to  give  no  acid  reaction  to  litmus.  If  left  in  contact  with  concentrated  Bulphuric 
acid,  chloroform  should  not  become  darker  within  one  hour,  as  this  indicates 
the  presence  of  some  foreign  unstable  body.  The  other  impurities  require 
complicated  chemical  processes  for  their  detection. 

Ether  is  prepared  by  the  action  of  sulphuric  acid  on  alcohol^  and  is  sub- 
sequently purified  by  washing  with  water  and  alkalies.  It  seldom  contains 
impurities  of  importance,  .^ther  purificatus  (B.  or  .^ther  {U.  S.  P.)  is  a 
very  volatile  fluid,  of  a  suffocating,  irritant  odor  and  bitter  taste.  Its  specific 
^avity  is  0.716-OJ17  (U,  S.  R),  and  0.720  (B.  R),  and  its  boiling  point 
13  3^°  C  It  evaporates  very  rapidly  in  the  air  and  should  leave  no  foreign 
odor  and  no  residue.  When  ether  has  been  exposed  to  air  and  sunlight  and  to  a 
vwying  temperature,  it  may  contain  acetaldehyde  and  peroxide  bodies^  which 
render  it  more  irritant  to  the  mucous  membranes.  It  should  not  color  litmus 
paper,  nor  be  colored  within  an  hour  when  shaken  with  potasfiium  hydrate 
solution.  Ether  vapor  is  exceedingly  inflammable  when  mixed  with  air,  and 
it  should  therefore  be  kept  in  a  cool  place,  away  from  gas  flames  or  lamps. 

Etbyl  Chloride  is  obtained  by  the  action  of  hydrochloric  acid  on  atcohot,  and 
U  a  gas  at  normal  temperatures,  but  is  supplied  condensed  into  a  colorless  fluid 
with  a  plea&ant  odor  It  is  very  volatile^  inflammable  and  mobile,  and  is  liable 
to  contain  traces  of  the  same  iinpurities  as  have  been  meiUioned  under  chloro- 
form.   It  should  be  kepi  in  a  cool  place,  away  from  lights  or  fire. 
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3.  Nitrous  Ozide. 

The  oldest  of  the  aTijesthetics,  nitrous  oxide,  NjO,  does  not  belong 
to  the  methane  series^  but  may  be  discussed  at  this  point. 

Symptams. — When  a  mixture  of  nitrous  oxide  and  air  is  inhaled 
for  a  few  seconds,  a  condition  resembling  alcoholic  intoxication  is 
produced,  with  much  hilarity  and  laughter,  so  that  the  oxide  is  kno'vn 
popularly  as  "laughing  gas,"  Even  at  this  point  a  certain  amount 
of  amtsthesia  is  obtained^  and  it  was  the  observation  that  persons  fall- 
ing during  this  stage  did  not  complain  of  pain  that  first  suggested  to 
Wells  the  anj**sthetic  properties  of  the  gaa.    Davy  had  noted  these 


forty  years  previously,  but  his  suggestion  that  nitrous  oxide  might  be 
used  in  surgical  operations  passed  unnotimJ. 

The  inhalation  of  a  mixture  of  nitrous  oxide,  4  parts^  and  oxygen, 
1  part*  causes  after  a  few  seconds  a  rushing,  drumming,  hammering 
in  the  ears,  indistinct  sight,  and  &  feeling  of  warmth  and  comfort. 
The  movements  become  exaggerated  and  uncertain,  the  gait  is  stag- 
gering, and  the  body  sways  from  side  to  side.  The  patient  seems 
brighter  and  more  lively,  and  often  bursts  into  laughter.  Somewhat 
later  a  feeling  of  drowsiness  may  come  on,  but  this  b  not  constant; 
the  sensibility  to  pain  is  much  less  acute  than  normally,  but  no  com- 
plete aniesthesia  is  produced  by  this  mixture  of  gases;  the  sense  of 
touch  is  comparatively  little  altered,  and  total  unconsciousness  never 
results.  The  pupil  is  generally  slightly  dilated,  the  face  flushed,  and 
the  pulse  somewhat  accelerated. 

When  pure  nitrous  oxide  is  inhaled  without  the  admixture  of  oxjgenj 
the  patient  passes  ahnost  instantaneously  throtigh  the  symptoms 
already  described,  but  then  loses  consciousness  completely;  the  face  is 
cyanotic,  the  respiration  becomes  stertorous  and  dyspnoeic  and  ceases 
after  a  weak  convulsion,  while  the  heart  continues  to  beat  for  some 
time  afterwards.  If  the  mask  through  which  the  patient  has  been 
inhaling  the  gas  is  removed  when  the  cyanosis  becomes  marked,  very 
complete  anaesthesia  lasts  for  30^00  seconds,  and  the  patient  then 
recovers  within  a  few  minutes  and  suffers  from  no  after-effects  what- 
ever. No  prolonged  aniesthesia  can  be  produced,  however,  as  the 
respiration  becomes  endangered  if  the  mask  be  kept  on  longer  than  the 
beginning  of  the  cyanotic  stage. 

Action. — Nitrous  oxide  supports  combustion  outside  the  body,  for 
Lf  a  glowing  splinter  of  wood  be  held  in  it,  it  bursts  into  flame  exactly 
as  if  it  were  immersed  in  osj  gen.  In  the  tissues  of  the  body,  however, 
nitrous  oxide  behaves  in  the  same  way  as  any  other  indifferent  gas,  such 
as  hydrogen  or  nitrogen;  that  is,  the  tissues  exposed  to  it  suffer  from 
asphyxia  owing  to  the  oxygen  of  the  air  being  excluded,  Thus,  plants 
do  not  grow  in  an  atmosphere  of  nitrous  oxide  and  seeds  do  not  germinate. 
Animals  die  after  inhaling  nitrous  oxide  in  almost  the  same  time  as  after 
hydrogen  or  nitrogen,  and  at  death  the  spectrum  of  the  blood  shoe's 
no  oxyhsemoglobin  to  be  present,  the  tissues  having  used  up  all  the 
available  oxygen.  Nitrous  oxide,  therefore,  does  not  support  com- 
bustion in  the  animal  body,  the  nitrogen  is  not  split  off  from  the 
oxygen  at  body  temperature  as  it  is  when  the  oxide  i3  exposed  to  high 
temperatures  outside  the  body. 

But  nitrous  oxide  has  a  special  effect  on  the  central  nervous  system^ 
although  in  the  rest  of  the  tissues  it  acts  only  by  excluding  the  oxygen; 
it  depresses  the  brain  by  virtue  of  its  molecular  form  just  as  chloroform 
or  ether  does,  This  has  been  shown  in  a  variety  of  ways;  thus,  if  it 
were  a  perfectly  indifferent  body  no  more  effect  would  he  produced  by 
it  when  mixed  with  one-fourth  of  its  volume  of  oxygen  than  by  air, 
which  consists  of  I  part  of  oxygen  and  4  parts  of  an  indifferent  gas, 
nitrogen.    But  SO  per  cent,  nitrous  oxide  has  definite  effects  on  the 
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behavior  of  aniniab,  ns  has  been  mentianed.  »od  ertn  73  per  cent, 
produces  some  slowing  of  the  respuntiaa.  The  n&rootic  acdoti  was 
demonstrated  ver\'  clearly  by  Paul  Bert  in  a  series  of  experimeiits  on 
man  and  animals.  He  noted  that  only  imperfect  amesthesia  was  pro- 
d  uced  by  80  per  ceo  t.  nitrous  oxide,  while  the  pure  g«s  pvoduced  asph  v*xia . 
The  problem  was  to  introduoe  as  much  gas  into  the  blood  as  would 
pa^  in  under  pure  nitrous  oxide,  and  at  the  same  time  to  supply  sufficient 
ox>'geQ  to  prevent  a^>hyxia.  The  aboorpdoo  of  nitrous  osode  depends 
upoD  its  partial  pressure  in  the  lun^  as  it  is  snnf^'  i&solved  in  the 
blood  without  forming  any  real  combination  with  it.  and  the  quantit}' 
absorbed  by  the  blood  may  be  augmented  by  incneasing  the  barometric 
pressure.  Bert,  therefore,  administered  a  mixture  of  SO  parts  nitrous 
oxide  and  20  parts  oxA'gen  to  animals  in  a  glass  case  in  which  the  pressure 
was  raised  one-fourth  above  the  ordinarj"  atmospheric  pressure.  The 
absorption  of  the  nitrous  osdde  was  the  same  as  if  the  animal  had 
breathed  the  pure  gas  at  the  ordioary  air  pressure,  and  at  the  same  time 
as  much  oxygen  was  absorbed  as  in  ordinaj>'  air.  The  result  was  a 
complete  anaesthesia  without  aspbN'xia,  which  eotdd  be  maintained 
for  three  days  without  injurj'  to  the  animal  (Martin)*  Kemp  has 
shown  that  mixtures  of  oxygen  and  nitrous  oxide  can  be  inhaled  for 
Siomt  time  and  produce  an^thesia,  which  passes  off  at  onoe  when 
nitrogen  is  substituted  for  nitrous  oxide.  He  has  further  investigated 
the  blood  gases  during  nitrous  oxide  anaesthesia,  and  finds  that  the 
oxygen  contained  in  the  blood  at  the  deepest  stage  of  anaesthesia  is 
quite  suEicient  to  maintain  life  and  consciousness  were  no  nitrous  oxide 
present.  Again  Goltstein  found  that  frogs  were  narcotized  in  five  and 
one^alf  minutes  in  an  atmosphere  of  nitrous  oxide,  in  one  and  one- 
quarter  hours  in  hydrogen,  and  showed  that  the  narcosis  and  death  in 
mammals  from  nitrous  oxide  differed  in  several  details  from  that  under 
indifi'erent  gases.  There  can^  therefore  t  be  no  doubt  that  nitrous  osdde 
haa  distinct  effects  on  the  central  nervous  system,  although  it  is  indiffer* 
cot  to  the  other  tissues.  The  auiesthesia  b  due  to  a  specific  action  on  the 
nervous  tissues  although  this  may  be  reinforced  by  the  asphyxia  present. 
And  Bert's  and  Martinis  experiments  would  indicate  that  death  occurs^ 
not  from  the  direct  action  of  the  nitrous  oxide  on  the  respiratory  centre, 
but  from  the  lack  of  ox>'gent  although  the  depression  of  the  centre  is 
undoubtedly  a  contributing  factor. 

The  same  question  arises  regarding  the  action  on  the  nerve  cells  as 
has  been  met  with  in  the  members  of  the  methane  seri^,  and  here 
again  the  preliminary  excitement  may  indicate  not  stimulation  of  the 
brain  areas,  but  lessened  activity  of  the  functions  of  control  and 
restraint. 

The  respiratory  centre  is  depressed  when  the  gas  is  inhaled  in  com- 
paratively dilute  form,  for  Zuntz  and  Goltstein  found  the  breathing 
Blower  and  deeper  after  73  per  cent.  The  respiration  ceases  some- 
what earlier  under  nitrous  oxide  than  under  indifferent  gases,  which 
would  indicate  that  the  cessation  of  the  breathin^j  is  due  at  any  rate 
in  part  to  the  specific  depressant  action.    In  asph^'xia  from  nitrous 
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oxide  there  is  less  convulsive  movement  than  under  hydrogen,  owing 
to  the  general  depression  of  the  nerve  cells* 

The  circulation  is  little  affected  by  the  nitrous  oxide  directly,  the 
rise  in  the  blood-pressure  and  slowness  of  the  pulse  being  due  to  the 
asphyxial  condition  of  the  blood;  the  pulse  is  not  so  slow  as  in  ordinary 
asphyxia  or  in  asphyxia  from  nitrogen  or  hydrogen,  because  the  inhibi- 
tory centre  is  less  capable  of  activity*  The  heart  is  not  affected  directly, 
but  only  by  the  lack  of  oxygen. 

The  blood  dissolves  more  nitrous  oxide  than  water,  apparently 
because  it  is  taken  up  by  the  lipoids  of  the  corpuscles  in  the  same  way 
as  chloroform.  Niclous  found  about  40  mgs,  in  100  c.c,  blood  at  the 
beginning  of  ansesthesia,  50  mgs.  in  complete  anEcsthesia,  and  GO  mgs. 
when  the  respiration  ceased. 

Nitrous  oxide  is  a  gas  at  ordinary  temp>erature  and  pressure,  and  is 
invariably  administered  by  inhalation  from  a  cylinder  into  which  it 
has  been  forced  under  high  pressure.  The  mask  generally  covers  both 
nose  and  mouth,  and  the  inhalation  is  carried  on  ualil  distinct  cyanosis 
appears,  when  the  anaesthesia  is  sufficient  to  allow  of  short  operations, 
such  as  those  of  dentistry*  It  is  much  the  safest  of  the  antesthetics, 
for  millions  of  persons  have  been  subjected  to  its  influence*  and  only 
a  few  cases  of  death  are  reported  from  its  use*  and  several  of  these  do 
not  seem  to  have  been  due  to  the  direct  action  of  the  gas. 

Ethyl  chloride  (see  p.  224)  has  been  introduced  as  a  substitute  for 
nitrous  oxide^  and  lias  supplanted  it  to  a  certain  extent,  as  it  is  more 
easily  administered  and  the  apparatus  necessary  is  less  cumbrous. 
On  the  other  hand,  nitrous  oxide  is  responsible  for  much  fewer  accidents. 
Unfortunately,  the  anjesthesia  cannot  be  kept  up  except  for  a  verj-  short 
time,  which  is  quite  insufficient  to  allow  of  ordinary  operative  pro- 
cedures. A  number  of  attempts  have  been  made  to  prolong  the  anies- 
thesia,  of  which  Bert's  was  much  the  most  successful.  The  operator, 
patient  and  attendants  were  enclosed  in  an  air-tight  chamber,  the 
air  pressure  was  raised  by  means  of  force  pumps,  and  Bert's  mixture  of 
oxj'gen  and  nitrous  oxide  was  inhaled  by  the  patient.  A  whole  series 
of  major  operations  were  performed  in  this  way,  the  anaesthesia  being 
complete  as  long  as  was  desired,  and  the  patient  recovering  a  few  minutes 
after  the  mask  was  removed.  But  the  method  was  expensive  and  the 
apparatus  cumbrous,  and  Bert  later  proposed  to  induce  anaesthesia  by 
the  pure  gas  and  to  maintain  it  by  administering  alternately  pure  nitrous 
oxide  and  nitrous  oxide  diluted  with  oxy  gen.  A  practical  method  of 
carrying  out  this  form  of  antesthesia  has  been  devised  by  Hewitt,  whose 
apparatus  consists  essentially  of  two  reservoirs,  the  one  containing 
oxygen,  the  other  nitrous  oxide,  and  of  a  mixing  chamber  with  a  stop- 
cock by  which  the  proportion  of  oxygen  is  regulated.  The  inhalation 
is  commenced  with  pure  nitrous  oxide  or  with  a  mixture  containing 
only  2  per  cent,  of  oxjgen.  When  anaesthesia  is  attained  the  percentage 
of  oxygen  is  increased  to  5-8  per  cent,  by  turning  the  stopcock,  and  the 
symptoms  determine  the  further  changes,  returning  consciousness 
necessitating  a  diminution  in  the  ox>'gen,  stertor  and  cyanosis  an 


ioersue.  TIiIm  form  of  atu^thesia  is  admirably  adapted  for  minor 
ojM?rntionji  and  has  hcon  nmintained  in  some  cases  for  as  long  as  an  hour. 
The  circuhition  and  respiration  are  less  seriously  altered  than  by  any 
otiier  method  that  induces  general  anjesthesia,  and  the  return  of  con- 
•cioiiancHS  uhnost  immediate.  The  great  drawback  to  its  use  is  the 
cumbrous  appamtus  required  and  the  large  amount  of  gas  used,  amount- 
ing to  about  lot)  gallons  for  aniesthesia  of  half  an  hour.  Complete  mus- 
cular relaxation  is  seldom  attained  and  this  precludes  its  use  in  many 
operations,  in  whlcht  however,  it  may  be  employed  at  first  and  then  be 
replaced  by  oliloroform  or  ether,  whose  preliminary  disagreeable  effects 
arc  thus  avoided.  In  some  operations  80  per  cent,  nitrous  oxide  has  been 
uaed  after  partial  anaesthesia  had  been  attained  by  the  hypodermic 
injection  of  morphine  and  hyoscine,  and  the  results  have  been  favorable, 
Klikowitsch  proposed  the  use  of  SO  per  cent,  nitrous  oxide,  not  for 
complete  anaesthesia,  but  to  relieve  pain  and  spasm  in  cases  of  asthma, 
in  labor  and  similar  conditions.  The  patient  could  inhale  it  if  neces- 
sary without  the  presence  of  a  medical  attendant,  and  it  had  the 
advantage  over  the  other  depressants  that  it  need  only  be  inhaled 
when  an  attack  of  pain  was  approaching  and  that  it  left  no  depression 
afterward.  But  80  per  cent,  is  apt  to  induce  symptoms  closely  resem- 
bling those  of  alcoholic  intoxication. 

The  high  blood-pressure  induced  by  nitrous  oxide  asphyxia  h  some- 
times said  to  be  dangerous  in  elderly  persons  from  their  liability  to 
apoplexy,  and  of  the  few  fatalities  under  the  gas  several  would  seem 
due  rather  to  this  than  to  the  drug  directly,  but  the  danger  is  often 
overstated,  and.  in  fact,  it  is  a  question  whether  the  shock  caused  by 
the  operation  without  gas  would  not  be  more  dangerous  than  the  effects 
of  the  gas  itself.  No  such  symptoms  arise  when  the  nitrous  oxide  is 
diluted  with  ox^^gen  as  in  Hewitt  s  method. 

Occasionally  some  glycosuria  occurs  after  the  inhalation,  not  owing 
to  the  gas  itself,  but  to  the  accompanying  asphyxia.  It  is  merely 
temporary  and  has  no  practical  importance. 

The  treatment  of  accidents  in  anesthesia  under  nitrous  oxide  con- 
sists in  artificial  respiration  alone. 
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4.   Soporifics.— Cmoral  Group. 

Some  twenty  years  after  the  introduction  of  the  ansesthetics,  a  new 
interest  was  given  to  the  methane  series  by  the  examination  of  chloral 
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hydrate  (CCIjCHCOH)!)  by  Liebreich.  Henceforth  the  attention  of 
investigators  was  diverted  from  the  quest  of  ansesthetics  to  that  of 
hypnotics^  with  the  result  that  a  number  of  valuable  drugs  have  been 
added  to  therapeutics.  These  soporifics^  or  narcotit^i,  have  the  same 
general  action  as  the  aniesthetics,  but  are  used  only  to  produce  the  first 
effects  of  imperfect  consciousness  or  sleep.  The  ansesthetics  might  be 
used  for  this  purpose  were  it  not  for  the  comparatively  short  time 
during  which  their  action  persists.  Narcotics  are  required  to  produce 
a  sUght  but  lasting  effect,  and  for  this  purpose  the  gradual  absorption 
from  the  bowel  is  better  adapted  than  the  rapid  absorption  and 
equally  rapid  elimination  by  the  lungs.  The  narcotics  are,  thereforCi 
less  volatile  than  the  anfesthetics,  and  ought  to  be  soluble  in  water  and 
not  irritant  in  the  stomach,  so  as  to  permit  of  rapid  absorption.  The 
most  widely  used  members  of  this  group  are  chloral,  'paraldehyde^  sul- 
pkonal  and  veronal,  but  many  others  have  received  attention.  They 
all  resemble  each  other  in  their  general  soporific  action,  and  that  of 
chloral  may  be  taken  as  typical  of  aJl;  in  their  other  characters  some 
differences  are  presented  and  these  will  be  taken  up  for  each  individual 
drug. 

Symptoms.— Chloral  in  15-30  gr.  doses  produces  drowsiness  and 
weariness,  which  soon  pass  into  a  condition  resembling  natural  sleep 
very  closely,  from  which  the  patient  can  be  awakened  by  ordinary 
means,  such  as  touching,  loud  sounds,  or  pain.  The  respiration  and 
pulse  are  somewhat  slower  than  in  waking  moments,  but  scarcely  more 
so  than  in  natural  sleep,  and  the  somewhat  narrowed  pupil  and  unal- 
tered excitability  of  the  reflexes  are  also  common  to  both  conditions.  As 
a  general  rule,  the  sleep  passes  off  in  five  to  eight  hours  and  leaves  no 
unpleasant  results,  but  sometimes  headache,  giddiness,  and  confusion 
are  complained  of.  Occasionally  no  real  sleep  is  produced  b^'  chloral, 
a  condition  exactly  resembling  alcoholic  intoxication  following  its 
administration  and  continuing  for  some  time. 

When  larger  quantities  {75  grs.)  are  taken,  the  sleep  is  much  deeper, 
the  patient  cannot  be  aroused  to  complete  consciousness,  the  reflexes 
are  distinctly  lessened  and  the  sensation  of  pain  is  less  acute,  although 
DO  complete  anfesthesia  is  present.  The  respirations  are  fewer  and  the 
pube  may  be  slow  and  somewhat  weak.  The  sleep  lasts  verj'  much  longer 
(ten  to  fifteen  hours),  and  nausea,  vomiting,  headache  and  confusion  often 
remain  after  consciousness  is  regained.  In  stilt  larger  quantities  chloral 
produces  a  condition  resembling  exactly  the  third  stage  of  antesthesia. 
The  reflexes  are  entirely  absent  stnd  no  movement  is  elicited  by  painful 
operations,  the  muscles  are  conJpletely  relaxed,  the  respiration  and 
pulse  are  both  slow  and  weak,  and  eventually  asphyxia  occurs  from 
paralysis  of  the  respiratory  centre.  The  heart  continues  to  beat  for  a 
short  time  after  the  breathing  ceases. 

The  first  stage  is  the  only  one  elicited  in  therapeutics.  The  use  of 
chloral  as  an  anaesthetic  in  man  would  be  quite  unjustifiable,  because 
it  is  impossible  to  adjust  the  dose  accurately  enough  to  allow  of  com- 
plete anwsthesia  without  danger  of  respirator)'  failure. 


.  SUBSTANCES  ACTING  AFTER  ABSORPTION 


Action. — The  Central  Nervous  System  is  depressed  and  eventually 
completely  paralyzed  by  chloral  and  its  allies.  Unlike  the  an^stheties 
and  alcohol,  however^  chloral  rarely  causes  excitement^  but  this  may 
be  due  to  the  facts  that  the  surroundings  of  the  patient  are  less  likely 
to  cause  excitement  and  that  tJie  drug  itself  causes  less  local  irritation. 
The  results  of  psychological  experiments  on  the  effects  of  small  doses 
of  tlie  narcotics  seem  to  Indicate  that  they  all  depress  the  sensory  or 
receptive  functions  at  the  brain,  while  its  motor  activity  is  much 
reduced  by  chloral  and  sulphoiial,  but  may  appear  to  be  actually 
increased  by  paraldehyde;  this  apparent  stimulation  is  analogous  to 
that  under  alcohol  and  may  be  explained  by  lessened  control.  The 
sleep  induced  by  the  dulling  of  the  perceptions  may  be  interrupted 
by  more  intense  stimuli  from  without.  In  particular,  acute  pain  may 
prevent  sleep  after  chloral,  which  seems  to  have  no  specific  effect  on 
pain  sensation  such  as  is  possessed  by  morphine.  In  larger  quantities, 
however,  even  very  great  disturbance  of  the  environment  produces  no 
interruption  of  the  sleep,  and  the  reflex  response  to  irritation  is  very 
much  lowered*  The  motor  areas  of  the  brain  cortex  are  rendered  less 
irritable  by  chloral,  and  eventually  fail  to  react  to  the  strongest  electrical 
stimulation.  The  reflexes  of  the  spinal  cord  are  depressed  and  finally 
paralyzed  before  the  failure  of  the  respiration;  this  depressant  action  on 
the  spinal  reflexes  is  much  more  marked  than  that  seen  under  morphine. 
The  last  part  of  the  central  nervous  system  to  be  attacked  is  the  medulla 
oblongata,  for  although  the  respiration  is  somewhat  slower  and  shallower 
after  small  quantities,  it  is  scarcely  more  affected  than  in  ordinary 
sleep,  and  Loewy  found  that  both  the  excitability  of  the  centre  and  the 
volume  of  the  inspired  air  were  very  similar  in  the  two  conditions. 
As  the  dose  is  increased,  however,  the  respiration  becomes  very  slow 
and  weak,  and  finally  ceases  from  paralysis  of  the  centre. 

The  heart  is  somewhat  slower  after  chloral  in  moderate  doses,  but 
sarcely  more  so  than  in  natural  sleep.  There  is  often  some  flushing 
of  the  face  and  head  from  some  obscure  central  action,  but  the  blood- 
pressure  is  little  affected  in  the  therapeutic  use  of  the  drug.  In  poisoning, 
the  blood-pressure  is  reduced  by  weakness  of  the  vasomotor  centre  and 
of  the  hearty  the  latter  manifesting  itself  also  in  slowing  of  the  pulse. 
Thia  action  on  the  circulation  from  poisonous  doses  is  more  evident 
under  chloral  than  under  the  other  hypnotics  which  do  not  contain 
chlorine.  The  same  difference  is  met  %ith  in  ether  and  chloroform, 
of  which  the  latter  affects  the  circulation  more  strongly.  And  the 
action  on  the  heart  in  chloral,  poisoning  resembles  that  of  chloroform, 
the  auricles  being  affected  sooner  than  the  ventricles  and  the  strength 
of  contraction  falling  mote  than  the  rate. 

Locally,  chloral  has  an  irritant  action  when  applied  in  concentrated 
solution  and  this  leads  occasionally  to  nausea  and  vomiting  when  it  is 
prescribed  with  insufficient  fluid.  This  irritant  action  induces  red- 
ness and  even  vesication  when  chloral  is  applied  to  the  skin;  it  is  said 
to  corrode  when  applied  to  unprotected  surfaces,  and  certainly  possesses 
disinfectant  properties  like  chloroform*    It  is  rapidly  absorbed  when 
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fjriveD  by  the  mouth  and  is  carried  to  the  central  nervous  system  where 
it  b  taken  up  by  the  cells  until  they  contain  more  than  the  blood  cor- 
puscles or  the  cells  of  other  organs^  sach  as  the  hver.  Liebreich  intro- 
duced chloral  as  a  hypnotic  id  the  belief  that  it  was  de^jmposed  in 
the  blood  and  chloroform  liberated,  but  this  has  been  shown  to  be 
erroneous,  no  chloroform  being  found  in  the  blood  or  expired  air  after 
chloral.  Chloral  has  no  action  on  muscle  or  nerve  in  the  living  animal* 
but  when  it  is  applied  to  the  exposed  ner%'e  it  first  irritates  and  later 
paralyzes  it,  and  injected  directly  into  the  artery  of  a  muscle  it  causes 
immediate  rigor.  The  temperatiu^  falls  after  the  admin btration  of 
chloral  from  the  lessened  muscular  movement,  and  perhaps  from  the 
increased  output  of  heat  through  the  dilated  skin  vessels. 

The  effects  of  chloral  on  the  tissue-change  have  been  found  to  corre- 
spond to  those  of  chloroform  in  character,  but  are  very  slight  and 
seldom  obser\*ed  ;  fatty  degeneration  of  various  organs  has  been  caused 
m  animals  by  prolonged  administration  of  large  doses,  and  the  usual 
changes  in  the  urine  have  accompanied  it.  The  muscular  mo%'enient 
being  reduced  by  the  narcosis,  less  oxj^gen  is  absorbed  and  less  carbonic 
acid  is  excreted  by  the  lungs.  Chloral  was  formerly  supposed  to 
lead  to  glycosuria,  but  this  has  been  shown  to  be  erroneous,  the  reducmg 
substance  in  the  urine  being  urochloralic  acid,  and  not  sugar. 

Chloral  is  reduced  in  the  tissues  to  trichlorethyl  alcohol  (CCljCHi- 
0H)»  which  combines  with  glycuronic  acid  to  form  urochloralic  acid, 
and  is  excreted  in  this  form  in  the  urine.  Some  escapes  by  the  kidneys 
unchanged,  however,  and  some  is  thrown  into  the  stomach,  and  this 
may  contribute  to  the  nausea  and  discomfort  felt  after  awaking  in  some 
cases* 

The  other  hypnotics  of  this  series,  with  the  exception  of  chloralose^ 
correspond  exactly  with  chloral  as  far  as  their  action  on  the  central 
ner\'ous  system  is  concerned.  The  chief  differeuce  in  their  effects 
is  seen  in  the  circulation  and  metabolism,  which  are  even  less  affected 
by  those  which  do  not  possess  substituted  chlorine  atoms* 

Paraldehyde  (CbHuOj),  a  poljTner  of  ethylaldehyde^  resembles  alcohol 
in  its  effects  though  it  is  a  much  more  powerful  narcotic  and  rarely  induces 
any  symptoms  of  excitement.  It  does  not  affect  the  heart  directly 
even  In  large  doses  and  has  no  such  effects  on  the  protein  metabolism 
as  have  been  observed  under  the  prolonged  administration  of  chloral; 
the  pulse  is  sUghtly  slower  and  the  carbonic  acid  exhaled  is  less  than 
normally^  but  these  changes  are  due  to  the  muscular  movements  being 
lessened^  and  are  hardly  greater  in  extent  than  occur  in  natural  sleep. 
Very  large  quantities  have  been  taken  without  fatal  results,  and  in 
fact  vrithout  any  more  serious  consequences  than  prolonged  uncon- 
sciousness. Paraldehyde,  however,  has  a  most  unpleasant  odor  and  a 
hot,  burning  taste,  which  renders  its  administration  somewhat  difficult. 
In  addition  it  is  excreted  in  part  by  the  lungs,  though  mainly  in  the  urine, 
and  the  odor  remains  in  the  breath  for  some  time  afterthe  patient  awakens. 

atdphoaal  ((CH,)uC(SO,CiH*),)  and  its  allies.  Trianal  (CC,HfiCH,C- 
(SOsCiIIfc)i)  and  Tetronal  ((CtHfc)iC(SOiC5H*)j)t  have  no  immediate 
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Tbej  arc  practicaDy  taateleaB  povdm,  a&d 
therdore  etuSy  taken,  but  their  insolubifi^  in  water 
ahmptaon  dam  and  imceTtaio,  and  sleep  is  therefore  late  in 
their  edmiintratiofi,  vhilr.  on  the  other  hand,  depreasion. 
nd  bck  of  eocrey  are  often  eoaeqilaified  of  the  <ky  sfter.  There 
Mme  evidence  that  tbe>'  excrttse  a  dcfetcriops  effect  on  the  liver,  for  the' 
rdatiofi  of  urea  to  the  total  nitrogen  of  the  urine  is  changed  and  the 
meiaboLbm  of  the  puritie  bodies  b  also  affected, 
'fhe  iiae  of  the  suIphoiiAl  group,  especiaHy  when  prolonged,  has  led 
mtay  caiCS  to  a  lenes  of  symptoms,  the  most  characteristic  of 
the  appearance  in  the  unne  of  a  reddisb4>rotni  pigment,  hcmato* 
poiphynnr  an  iron4ree  product  of  the  decomposition  of  haemogkbiiL 
This  occura  most  frequently  in  ansenuc  women,  and  is  aecompaiued  by 
coDftipation,  pain  m  the  stomach  r^on  and  vomiting,  weakness 
ataxiar  confusion  and  partial  paralysb,  and  e%'entuai]y  by  suppressioa 
of  tlie  urine  or  by  collapse  and  death.  These  symptoms  may  appear 
several  days  after  a  single  dose,  sometimes  after  an  interval  of  one  or 
two  weeks.  The  excretion  of  haematoporphjTin  in  the  urine  appears 
due  to  Home  obscure  change  in  the  liver;  it  occurs  in  traces  in  the  rabbit' 
urine  Doroiftlly  and  in  larger  quantities  after  the  animal  has  been  treated 
with  sulphonat  (Neubauer;,  In  other  animals  the  prolonged  adminis- 
tration of  Hujphonal  often  causes  albumin  and  casts  in  the  urine,  while 
hH-inorrhages  in  the  kidneys  have  been  produced  in  them  by  the  adminis- 
tration uf  only  a  few  doses.  The  amount  of  h^matoporpbyrin  in  the 
urine  is  sometimes  very  large;  in  one  case  Tyson  and  Croftan  found 
that  the  quantity  passed  in  one  day  indicated  the  destruction  of  one- 
seventeenth  of  the  total  htemoglobm  of  the  body.  Very  large  doses 
are  said  to  produce  convulsive  movements  in  animals,  while  ordinary 
ones  cause  sleep  and  subsequent  drowsiness.  Sulphonal  is  decomposd 
in  the  Ixwly  and  is  excreted  largely  as  ethylsul phonic  acid  in  the  urine^ 
tn  whi(rh  traces  of  the  unchanged  substance  have  also  been  found.  The 
4lr^'rtnipoMilion  in  a  slow  process,  however,  for  Kast  found  sulphonal  in 
the  MiKid  many  hours  after  its  administration.  The  ethylsulphonic 
ucid  ftcenjs  tu  have  no  action  whatever  in  itself,  so  that  the  narcosis  ts 
due  to  the  unchanged  molecule  of  sulphonal, 

Tsronal,  dicthylbarbituric  acid  ((C2H6)2C(CONH)2CO),  and  its  sodium 
salt^  vLfditial  (NuC^iruOjNj),  seem  to  be  devoid  of  action  except  on  the 
central  nervous  ayytem,  and  thus  approach  the  ideal  more  closely  than 
any  of  the  others.  In  ordinary  doses  (5-10  grs.)  they  induce  natural 
sleep  without  subsequent  depression,  and  larger  quantities  deepen  and 
lengthen  the  unconsciousness  without  other  organs  than  the  central 
nervous  \VHtem  being  involved,  though  the  patient  may  complain  of 
lethargy  and  drowsiness  subsequently.  Fatal  poisoning  has  occurred 
from  very  hirgc  quantities  (e.  g.,  150  grs.),  the  sleep  passing  into  coma, 
ending  in  respiratory  failure.   From  50-90  per  cent,  has  been  recovered 
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unchanged  from  the  ume,  the  rest  apparently  undergoing  oxidation  in 
the  tissues.  They  act  as  hj-pnotics  in  smaller  quantities  than  any  of 
the  others  of  this  series.  In  some  animals  veronal  causes  increased 
reflexes  and  even  general  con\'ulsions,  but  this  effect  has  not  been  seen 
in  man. 

Bnt^^diJonl,  or  Crotonchloral  (C,H<CI,CH(OH),),  was  s^iid  by  Liebreich 
to  pOQwae  a  specie  iin:iigesLc  action  oa  the  nerves  of  the  f&ce  and  head, 
but  this  has  been  shown  to  be  incorrect,  and^  as  its  effecU  are  identical 
with  those  of  chloral  in  ahnost  all  respects,  crotonchloral  seems  entirely 

Chloralamide,  or  ehloralformamide  (CC1,CH0H-NHCH0),  was  introduced 
as  tending  to  depress  the  heart  less  than  chloral,  but  this  has  not  been  demon- 
strated. It  IS  said  to  be  leaa  irritant  than  chloral  in  the  stomach,  but  to  be 
Bomewhat  slower  and  less  certain  in  its  eS°ect$.  Chloral  b  formed  by  ita  de- 
composition in  the  bo<ly,  and  is  excreted  as  urochloralic  acid. 

Ohlmlose  (CiHuCUOi),  a  sugar  compound  of  chloral,  acts  much  more  like 
morphine  than  like  chloral,  depressing;  the  psychical  functions,  while  lacreaaiiiK 
the  reflexes  until  convulsions  resemblijig  those  of  strychnine  may  be  produced. 
The  heart  is  comparatively  little  affected^  and  the  respiration  remains  strong 
unless  very  brfie  doses  are  gi%*en.  In  man  it  induces  sleep,  which  is  sometimes 
attended  by  distinctly  exaggerated  reflexes,  however,  especially  when  large 
lioflea  fire  pivea. 

Amylene  Hydrate,  or  dimethyletbylcarbinol  ((CH|),COHCHtCH|),  is  closely 
allied  to  paraldehyde  in  ita  effects  but  is  twice  or  thrice  &s  powerful, 
while  it  is  only  one^half  as  strong  as  chloral.  It  is  said  to  depress  the  heart 
more  than  paraldehyde,  but  less  than  chloral ,  and  to  produce  excitement  and 
convulsions  in  the  camivorat  but  not  in  the  herbivora.  Even  in  man,  it  caueea 
excitement  more  frequently  than  moat  other  soporifics,  and  Hamack  and 
Meyer  st^te  that  it  first  stimulates  and  then  depresses  the  respiratory  centre 
as  well  as  other  parts  of  the  central  nervous  system,  and  that  it  induce  a  very 
Di&rked  fall  in  the  temperature.  It  has  httle  or  no  effect  on  the  general  metab- 
olism, and  is  excreted  in  the  urine  in  combination  with  glycuronic  acid  in  the 
rabbit,  but  is  exhaled  by  the  lungs  for  the  most  part  by  the  dog  and  possibly 
by  man.  It  is  less  certain  in  it^  action  than  chloral  but  has  not  received  so  wide 
A  tri&l  as  it  would  seem  to  merit.  A  combination  of  chloral  and  amyleue  hydrate 
bad  been  introduced  under  the  name  of  Donniol,  but  offers  no  advantages  over 
chlorals 

Urethuie,  or  ethyl  carbamic  eater  (CONHiOCsHi),  is  too  weak  and  inconstant 
in  its  action  in  man  to  be  satisfactory.  In  many  cases  it  ia  an  almost  perfect 
h.vpnotLD.  easily  taken  in  solution  ^  producing  light  sleep  with  no  after-effects, 
but  in  others  it  seems  to  have  little  or  no  hypnotic  effect.  It  is  oxidi;ted  in  the 
body  to  urea.  Hedonal,  the  amyl  carbamic  ester  (CONHiOCiHiOr  appears  to 
have  a  jp'eater  hypnotic  e^ect  than  urethane,  but  also  fails  to  induce  sleep 
in  a  considerable  proportion  of  cases.  It  is  followed  by  no  after-effects  and  is 
oxidized  in  the  body  in  the  same  way  as  urethane, 

BnnDOfomi,  (CHBri)  hs£  ajisesthetic  properties  like  chloroform,  but  is  not 
Ydatile  enough  for  inhalation.  Of  late  years  it  has  been  used  internally  in 
whooping-cough,  and  in  this  relation  it  is  important  to  remember  that  it  gives 
rise  to  fatty  degeneration  when  taken  continuously.  A  number  of  ca^  of 
Alarming  poisoning  in  children  have  been  recorded  from  its  use.  It  has  also 
been  used  occasionally  in  insomnia, 

Bromal  (CBriCOH)  differs  in  several  respects  from  chloral  in  ita  actioD. 
In  animals  its  injection  is  followed  by  restlessness  and  excitement,  and  then 
by  stupgr,  which  is  often  accompanied  by  dyspncea^  and  ends  in  failure  of 
e  respiration,  or  in  convulsions.  The  pupit  is  much  contracted,  and  profuse 
ivatton  ta  observed.  It  acts  on  the  heart  like  chloral  but  is  much  more  poison- 
,  and  is  scarcely  used  in  therapeutics. 
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Chloretone,  tricblorpseudobutylalcahol  (CCliC{CHi)iOH),  resembles  chloral 
in  most  respects,  but  is  less  liable  to  irriUte  the  fitom&cb.  Very  large  dosea 
hftve  been  swallowed  without  producing  any  untoward  symptoms,  but  the 
hypnotic  effect  is  obtained  by  the  use  of  amaller  doees  than  are  necessary  in 
the  case  of  cFiloral.  Like  chloral,  chloretone  has  some  virtues  as  an  antiseptic. 
aDd  in  addition  it  paralyses  the  temiiuationa  of  the  sensory  nerves  when  it  is 
applied  locally  and  has  proved  of  value  as  a,  local  aaBesthetic. 

Isopral,  the  trichlorisopropylalcohol  (CCljCHCHiOH),  resembles  chloretone 
closely. 

Many  other  eliml^  bodies  have  beeti  introduced  aa  hypnotii^,  but  have 
not  proved  to  possw  any  advatttages  over  those  already  enumerated.  Among 
these  are  hypnone  <CtH.COCH,),  neuronal  {(aH*),BrCCONHtL  bromural, 
and  brometone. 

Tolerance  is  soon  acquired  for  each  of  these  drugs,  and  when  it  is 
developed  for  one,  large  doses  of  any  of  the  others  are  required  in 
order  to  produce  sleep.  Tolerance  for  alcohol  also  involves  the  use  of 
larger  quantities  of  the  hypnotics,  and  in  fact  often  leads  to  the  com- 
plete failure  of  any  except  the  most  powerful. 

Not  infrequently  the  hypnotics  lead  to  skin  eruptions,  especially 
when  used  for  some  time.  These  assume  various  forms,  the  most 
common  being  of  the  erjlhema  order,  but  among  others  urticaria,  pur- 
pura, papular  eruptions  and  blisters  occur, 

H&bit, — Prolonged  abuse  of  chloral  leads  to  a  condition  somewhat 
resembling  that  seen  in  chronic  alcoholism  or  morphinism^  and  marked 
by  general  depression  and  cachexia,  with  impairment  of  the  mental 
powers,  digestive  disturbance  and  exanthemata.  The  sudden  with- 
drawal of  the  drug  Id  these  cases  has  sometimes  led  to  symptoms 
resembling  those  of  delirium  tremens.  Cases  of  sulphonal  and  veronal 
habit  have  also  been  reported  with  sjTnptoms  resembling  those  of  the 
chloral  habit* 

Preparations, 

Chloralum  Htdratum  (U*  8.  P.),  Chloral  Hydras  (B.  P.)  (CChCH(OH)i 
or  (CC1,C0H-|-Hi0),  a  crystalline  solid,  of  a  characteristic  pungent  odor,  and 
hot,  acrid  taste,  readily  soluble  in  water,  alcohol,  ether  and  oils,  ta  almost 
invariably  prescribed  in  dilute  solution  in  syrup.  Its  deliquescent  properties 
preclude  its  use  in  most  of  the  solid  preparations,  and  its  irritant  effects  contra- 
mdicate  hypodermic  injection.  Dose,  0.5  G.  (S  grsO;  B.  P.,  5-20  grs.^  which 
may  be  repeated  if  necesaary,  in  one  or  two  hours. 

Strcpus  Chloral  (B.  P.)  (20  per  centO,  i-2  fl,  drs, 

Paealdb:iiti>um  (U.  S.  P.,  B.  P )  (CiHuOt)  a  colorless  fluid  of  strong,  char- 
aoteriatic  odor  and  burning  taste.  It  may  be  prescribed  in  brandy  and  water, 
or  in  water  up  to  10  per  cent*,  or  in  capsules.  2  mils  ^30  minB,)i  P.,  J-2  fl. 
drs. 

BABBtTomm  (B.  P.)»  Veronal  {CiHi),C(CONH)iCO,  colorless  crystals  with 
a  faint  bitter  taste,  soluble  in  145  parts  of  water;  preecribed  in  powders  or 
tablets,  to  be  diBSolvetl  in  warm  water  or  milk.   Dose,  0.3-0,5  G.   (5-8  grB.) 

Sulphonal  {B,  R),  Sulphonmetbanum  (U.  S,  P.)  ((CH,)tC(SOiCiHi)«), 
a  crystalline  powder,  without  taste  or  odor.  It  may  be  prescribed  in  powder 
fomi  to  be  taken  one  to  two  hours  before  retiring,  but  is  soluble  tn  hot  water 
or  milk,  and  when  ^ven  itt  solution  acts  more  rapid^}'  and  leaves  less  confusion 
afterward.   It  ia  prescribed  in  doses  of  0  J5      (12  grs.) ;  B.  P.  10-30  grs. 

Sulphovt  ihylmdhanujn  (U.  S.  P.),  Melhytsulphonal  (B.  P.) ,  Trionul  tCHt'CH*"- 
C'(SOiCiHfc)i)  resembles  sulphonal,  but  ia  more  soluble  and  has  a  ijitter  laete. 
0.75  U.  (12  grs.);  B.  P.,  IO-20  gra. 
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Mlhylis  Carbama^  (U,  S.  P,),  urethane  (CO  OCHi'NHt),  colorless  crystals, 
odorless,  with  a  cool,  salme  taate^  very  soluble  in  water^  akohol,  and  ether. 


Bromoformum  (U»  S.  P>)  (CHBr*),  a  heavy,  transpaieiit,  colorless  liquid  with 
an  ethereal  odor  and  a  taste  like  that  of  phloroforrrij  very  little  fioluble  in 
water,  but  readily  soluble  in  alcohol.    Dose,  0,2  mil  (3  mins.)^ 

ChioTol  Fonnnmidum  (B.  P.),  or  chjoralamide  (CC1.CH0HNH  C0H),  a 
white  crystalline  powder  with  a  faintly  bitter  taste;  pr^nbed  in  powder  or 
in  solution  in  water  or  spirit.  Dose,  15-45  grs. 


TetTonal  resembled  sulphonal  closely,  and  may  be  prescribed  in  the  same 
dose  and  form. 

Medin(U  or  sodium  veronal^  a  white  crystalline  powder  soluble  in  5  parts 
of  water  with  a  bitter  alkaline  taste.   Dose  0,3-0. (>      (5-10  gra.)  in  water. 

Amyleni  Hydras  { (CHilsCOHCHjCH,)^  a  colorless  liquid  of  pungeni  taate, 
and  of  an  odor  somewhat  resembling  camphor.  It  may  be  preseribed  in  capsulea, 
or  up  to  10  per  cent,  in  water.    Doge,  3-5  c.c.  (40-80  mina.)* 

Htdonal,  a  cTj^stalline  powder  with  a  taste  resembling  that  of  menthol,  very 
slightly  soluble  in  water.   Dose,  2  G,  (30  grs,)  in  powder  or  tablets. 

Chlorttone  (CCliC(CHj)iOH)»  coloricaa  cr>'st^Js  with  a  strong  camphora- 
ceoua  odor,  slightly  soluble  in  water^  very  soluble  in  alcohol;  it  may  be  pre- 
Bcribed  in  tablets.    Dose,  0.3-1  G.  (5-15  grs.V 

Proponai  differe  from  veronal  only  in  having  propyl  substituted  for  ethyl, 
and  is  used  in  the  aame  dose. 

Isopral  (CtHjCIiCHOH)^  white  crystals  with  a  camphoraceous  odor  and 
aromatic  biting  taste^  soluble  in  30  parts  of  water;  prescribed  in  doses  of  0.5- 
0.75  G.  (5-8  grs.) 

Therapeutic  Uses. — In  ordinary  practice  chloral  and  veronal  are  the 
best  of  the  group.  Suiphonal  and  its  allies  should  be  avoided  on  account 
of  their  capricious  poisonous  action.  Paraldehyde  is  disagreeable, 
but  has  been  advised  as  a  substitute  for  chloral  in  ca3es  where  there  is 
a  tendency  to  form  the  habit,  as  here  its  disagreeable  properties  are 
of  advantage.  Other  drugs  which  are  used  to  cause  sleep  are  opium  and 
morphtnej  cannabis  indica,  alcohol,  bromidesj  and  hyoscine. 

The  hypnotics  are  chiefly  used  to  produce  rest  and  sleep  in  cases 
of  insomnia,  and  in  almost  every  form  of  nervous  excitement.  Until 
the  discovery  of  the  therapeutic  value  of  chloral,  opium  was  used 
in  most  of  these  cases,  and  when  sleeplessness  is  due  to  pain  it  is  still 
preferable  to  the  more  modern  remedies,  which  have  comparatively 
slight  influence  on  acute  pain,  except  in  very  large  doses.  But  in 
delirium,  mania  and  con\Tjlsions  of  various  kinds,  their  action  on  the 
nerve  centres  is  preferable  to  that  of  opium*  especially  where  these 
convulsions  are  of  spinal  origin  or  of  a  reflex  nature;  thus,  in  strych- 
nine poisoning  and  in  tetanus,  chloral  is  of  great  value,  although  in 
the  former  it  may  have  to  be  reinforced  by  chloroform  during  the 
convulsions.  In  delirium  from  fever  or  from  urtpmie  intoxication  and 
similar  causes,  comparatively  small  doses  often  produce  most  satis- 
factory' results,  and  in  various  spasmodic  affections,  such  as  cough, 
asthma  and  choreic  movements,  it  is  exceedingly  useful.  Chloral  has 
also  been  advised  to  lessen  the  pains  of  labor. 

Most  of  the  soporifics  have  been  used  more  or  less  extensively  as 
hypnotics  in  simple  insomnia  and  in  insanity,  but  when  the  disturb- 


Unofficial. 


240 


SOBSTAUCSS  ACTING  AfTBB  ABSORFTIOS 


ance  assumes  a  more  violent  character  there  is  a  disposition  to  return 
to  the  use  of  chloral,  as  at  once  the  speediest  and  surest  remedy  of  the 
whole  ^oup.  When  there  is  any  reason  to  suspect  fattj*  degeoeration 
of  the  heart,  however,  some  hypnotic  which  does  not  contain  chlorine 
ought  to  be  substituted  for  it,  and  paraldehyde,  hcdonal  and  veronal 
have  been  introduced  in  succession  to  supply  the  need.  In  other  forms 
of  heart  disease,  chJoral  may  be  used  ^Hthout  danger  and  is  often  of 
great  value  as  a  h^'pnotic;  the  dread  of  its  affecting  the  heart  delete- 
Hously  in  ordinary  doses  is  quite  unfounded.  Chloral  is  often  prescribed 
along  with  opium ^  and^  when  thus  combined^  smaller  quantities  of  each 
drug  are  required  than  would  be  necessaiy  if  either  were  prescribed 
alone,  and  the  sleep  following  is  ver^^  deep  and  restful.  It  is  also  used 
to  reinforce  the  action  of  the  bromides. 

Chloral  has  been  used  externally  as  a  counter-irritant  and  anti- 
septicj  but  is  more  expensive  than  many  other  equaJly  efficacious 
remedies.  Chloretone  solution  is  an  efficient  local  anfiesthelic  on 
wounded  surfaces,  and  has  been  recommended  in  cases  of  gastric  irri- 
tation and  vomiting,  which  it  relieves  by  paralyzing  the  terminations 
of  the  sensory  nerves  in  the  mucous  membrane  of  the  stomach. 

In  cases  of  acute  Foisonuig  with  chloral,  the  treatment  consists  in  the 
immediate  evacuation  of  the  stomach  by  the  stomach  tube.  Emetics 
are  of  leas  value  owing  to  the  depression  of  the  medullary  centres. 
The  patient  ought  to  be  kept  warm,  and  caffeine  or  strj'chnine  may  be 
given  as  a  respiratory  stimulant^  while  the  complete  failure  of  the 
breathing  has  to  be  met  by  artificial  respiration.  In  acute  poisoning 
with  the  other  members  of  the  series  the  same  general  treatment  is  to 
be  applied.  \Vhen  a  patient  has  formed  the  habit  of  taking  one  of  these 
drugs,  it  is  generally  necessarj^  to  send  him  to  a  retreat.  It  seems 
advisable  to  withdraw  the  drug  gradually. 
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n.  OPIUM  SERIES. 

Opium  has  been  used  in  medicine  since  a  very  remote  period,  and 
although  many  substitutes  have  been  proposed  for  it  of  late  years,  it 
still  occupies  a  position  of  its  own  in  therapeutics.  It  is  the  dried 
juice  of  the  Fapaver  soroniferum,  a  poppy  which  is  grown  chiefly  in 
India,  China,  Egypt,  Persia  and  Asia  Minor,  but  has  been  cultivated 
in  colder  chmates  and  is  said  to  produce  a  more  powerful  opium  there. 
Opium  owes  its  activity  to  a  large  number  of  aikaloids,  of  which  Mor- 
pkuie.  Codeine,  Papa^ine,  Narcotine^  and  Thebaine  are  the  most  im- 
portant. ^  The  total  alkaloids  in  opium  vary  from  about  5-25  per  cent-i 
and  different  specimens  may  contain  very  different  quantities  of  each 
alkaloid;  for  instance,  morphmemay  vary  from  2. 7-22. S  per  cent.  The 
average  percentage  of  morphine  13  10,  of  narcotine  6,  papaverine  1, 
codeine  0.5,  thebaine  0.3  and  narceine  0.2;  the  others  occur  in  too 
small  quantity  to  have  any  influence  on  the  action  of  the  crude  drug. 
The  alkaloids  are  found  in  opium  in  combination  with  meconic,  lactic^ 
and  sulphuric  acids.  The  empirical  formidfe  of  most  of  the  alkaloids 
have  been  determined,  those  of  the  most  important  being  morphine 
(CitHibNOs),  codeine  (CigHnNOs),  narcotine  (CmHuNO:),  papaverine 
(CmHuNO*),  thebaine  (CisHjiNOa).  Morphine,  codeine  and  thebaine 
are  derivatives  of  pyridine  and  phenanthrene  (CnHia);  the  morphine 
molecule  contains  two  h\drox\ls,  one  of  which  is  substituted  by 
methoxj'l  in  codeine,  and  in  thebaine  both  are  thus  substituted  and 
some  other  changes  occur  in  the  constitution,  Narcotine,  papaverine 
and  most  of  the  other  alkaloids  are  derivatives  of  benzol  and  isoqulno- 
line.  The  pyridine-phenantlirene  group  of  alkaloids  differs  considerably 
in  action  from  the  benzyl-jsoquinoUne  derivatives  and  is  diametrically 
opposed  to  them  in  some  respects  > 

The  action  of  opium  is  mainly  due  to  the  large  amount  of  morphine 
contained  in  tt,  though  the  other  alkaloids  may  modify  its  eH'ects* 
Morphine  acts  chiefly  on  the  central  ner\^ous  system,  but  it  also  affects 
some  peripheral  organs,  such  as  the  intestine;  its  action  varies  con- 
siderablv  in  different  animals, 

I 

'  Otlien  w  PaeudomorphiQc.  Codamiae,  Laud&oitie,  Laudaaosuie,  MeoQiiidiDfl, 
LftDlhopioe*  Cryptopttie,  Proto|;»uje,  Papavei-iuuioVp  iUkoeadiae,  OxyodJrcotiDfi,  Naro«me, 
Hydro&fttaniiiiet  GoOtfoopiDe  (or  raoemio  Narootioe),  ftnd  Tritfipvnit:  many  of  theae  occur 
OtUy  iQ  trace*. 
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STmptoma.— In  M&n  smdl  quantities  of  morphine  (i  gr.)  lessen  the 
voluntary  movements  and  produce  a  drowsiness  which  soon  passes  into 
»leep,  unless  the  patient  is  continually  aroused  by  his  surroundings. 
As  long  as  he  is  kept  awake,  his  actions  and  movements  show  nothing 
abnormal,  but  it  is  impossible  to  keep  his  attention  directed  to  any 
object  for  long,  and  as  soon  as  he  is  left  to  himself  for  a  few  momenta 
he  sinks  into  sleep.  After  small  quantities  there  is  no  difficulty  in 
arousing  him;  in  fact,  the  sleep  seems  lighter  than  usual  and  may 
resemble  rather  a  state  of  abstraction  or  "brown  study/'  In  this 
condition  the  imagination  is  not  depressed  to  the  same  extent  as  the 
reason^  and  it  is  often  stated,  therefore,  that  opium  at  first  stimulates 
the  intellectual  powers.  This  is  incorrect,  however — the  self-control 
and  judgment  are  lessened,  and  although  the  stream  of  thought  may 
seem  more  rapid  and  the  images  more  vivid  than  usual,  the  logical 
sequence  and  the  ideas  of  time  and  space  are  lost,  and  the  condition 
may  rather  be  compared  to  dreaming  than  to  a  real  increase  of  the 
intellectual  powers.  This  stage  of  abstraction  is  not  by  any  means 
generally  observed  and  soon  passes  into  sleep,  but  the  unchecked 
imagination  may  still  persist  in  the  form  of  dreams.  Even  in  this 
early  stage  pain  is  felt  less  acutely,  the  respiration  is  slow,  and  the 
pupil  contracted. 

In  larger  quantities  (J-i  gr.),  morphine  produces  deep,  dreamless 
sleep,  from  which  the  patient  is  still  easily  aroused,  but  which  returns 
at  once  when  he  is  left  undisturbed.  When  once  aroused,  he  can  be 
kept  awake  or  can  be  aroused  again  after  a  short  interval  much  more 
easily^  some  time  elapsing  apparently  before  the  same  degree  of  depres- 
sion is  reached  again.  As  the  dose  is  increased,  the  sleep  deepens 
into  torpor,  from  w^hich  he  can  be  awakened  only  with  difficulty,  and 
eventually  all  efforts  to  arouse  his  attention  are  fruitless  and  he  sinks 
into  coma,  which  may  be  reached  very  soon  after  a  large  dose.  During 
this  deeper  sleep  and  coma  the  respiration  is  very  slow,  the  pulse  is 
regular^  full,  and  of  moderate  speed.  The  pupils  are  contracted  to  a 
small  point  and  the  mouth  and  throat  are  dry.  The  face  is  purple 
and  congested,  and  the  skin  feels  warm,  although  the  temperature 
may  be  low.  The  breathing  generally  becomes  slower  and  weaker, 
and  occasionally  periodic  (Cheyne-Stokes),  The  cyanosis  increases,  the 
pulse  becomes  smaller  and  often  quicker,  the  pupils  remain  contracted, 
but  dilate  widely  just  before  the  final  arrest  of  the  respiration.  The 
heart  continues  to  beat  feebly  for  a  short  time  afterwards. 

After  small  ^oses  of  morphine  the  patient  generally  awakes  refreshed, 
and,  save  for  occasional  dryness  of  the  throat  and  slight  nausea, 
apparently  quite  normal.  Not  infrequently,  however,  headache  is 
complained  of,  and  sometimes  nausea  and  vomiting,  accompanied  by 
marked  depression.  In  rare  cases  delirium,  and  even  convulsions, 
have  been  observed  soon  after  its  injection,  but  these  symptoms  of 
excitement  are  so  rare  in  the  human  subject  as  to  be  cfasyed  as  idio- 
syncrasies. Some  skin  affections,  such  as  itching,  and  redness,  are 
occasionally  seen  while  the  action  is  passing  off. 


The  lower  Mftmmala  are  much  less  susceptible  to  morphine  than  mao^ 
and  the  action  differs  in  the  different  species  and,  to  a  less  extent, 
among  the  individuals  of  tlie  same  species.  While  in  man  depression 
of  the  ceiitral  nervous  system  is  the  dominating  feature,  the  lower 
animals  often  exhibit  s^Tuptoms  of  excitation  of  some  nervous 
areas.  In  the  dog,  the  first  symptom  is  not  infrequently  vomiting  and 
defecation,  and  then  the  animal  passes  Into  a  Light  sleep,  from  which 
he  can  be  easily  aroused  by  touching  or  by  noise,  but  which  rapidly 
becomes  deeper,  so  that  greater  force  has  to  be  used  to  waken  him. 
When  once  awakened,  he  seems  to  sleep  less  heavily  for  a  short  time, 
and  a  much  slighter  stimulus  is  enough  to  arouse  him  if  it  is  applied 
soon  afterwards.  When  awakened  he  may  perform  apparently  volun- 
tary movements  for  a  short  time,  although  more  clumsily  than  in  his 
normal  state,  but  no  complete  consciousness  is  present,  the  animal  is 
stupid  and  drowsy  and  soon  sinks  back  into  deep  slumber  again. 
The  sensation  of  pain  seems  to  be  much  lessened  but  not  entirely 
abolished,  and  reflex  movements  are  difficult  to  elicit.  After  larger 
quantities  an  exaggerated  sensihiJity  to  external  stimulation  seems 
present,  for  the  animal  starts  convulsively  at  loud  sounds  and  on 
pinching,  but  when  left  undisturbed  lies  in  profound  sleep.  The  respi- 
ration is  at  first  quick  and  dyspnoeic,  the  dog  panting  as  if  after 
a  long  run,  but  later  it  becomes  slow  and  labored;  the  pupil  is  nar- 
rowed; the  circulation  seems  less  affected*  although  congestion  of 
the  skin  and  mouth  is  often  observ^ed.  The  reflex  irritability  may  be 
distinctly  increased  by  large  quantities,  and  before  the  respiration 
finally  ceases,  convulsions  generally  occur,  but  these  are  asphjTcial  in 
origin  and  are  not  due  to  the  direct  action  of  the  alkaloid. 

In  the  rabbit  and  other  rodents  the  symptoms  are  similar  to  those  seen 
in  the  dog,  but  the  depression  is  even  more  marked.  An  increase  in 
the  reflex  irritability  to  external  stimulation  is  also  evident  here,  while 
the  respiration  is  slowed  from  the  beginning.  In  the  cat  and  the  other 
felidip,  morphine  induces  wild  excitement  which  may  last  for  several 
hours,  the  animal  rushing  round  its  cage  and  appearing  unable  to  rest 
for  a  moment.  This  excitation  is  accompanied  by  a  certain  degree  of 
depression  of  the  intelligence,  however,  for  no  attempt  to  escape  is 
made  and  obstacles  are  not  avoided  so  carefully  as  by  the  normal  animah 
After  large  doses  violent  clonic  and  tonic  convulsions  may  arise  and 
prove  fatal  from  exhaustion.  Small  quantities  of  morphine  produce 
drowsiness  in  the  hors^,  ass  or  goat^  larger  quantities  restlessness  and 
excitement  which  may  pass  into  convulsions  and  death.  In  birds 
the  action  resembles  that  in  the  dog  and  rabbit. 

The  Ttog  is  remarkably  tolerant  of  morphine,  no  change  whatsoever 
follofting  the  injection  of  quantities  which  w^ouJd  cause  distinct  symp- 
toms in  man.  The  first  effects  elicited  are  a  diminution  of  the  spon- 
taneous movements,  which  become  clumsy  and  ill-coordinated,  and 
finally  cease.  This  condition  may  last  for  several  hours,  when  a  series 
of  symptoms  of  an  entirely  different  nature  appear.  The  reflex  response 
to  irritation  is  distinctly  depressed  during  the  first  stage,  but  in  this 
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second  phase  it  begins  to  return,  and  eventually  a  condition  of  exag- 
gerated reflex  irritability  and  spasms  sets  in  resembling  that  seen  in 
strychnine  poisoning,  except  that  the  frog  seems  more  easily  exhausted. 
The  animal  often  dies  in  this  phase  but  it  may  survive  to  pass  again 
throui^h  a  Ktage  of  depression  before  regaining  its  normal  condition. 

AcUoa,— The  action  of  morphine  on  the  Central  Nervous  System 
in  man  is  almost  purely  depressant,  but  it  differs  from  the  alcohol- 
chloroform  group  in  its  selective  action  on  the  respiration  and  on  pain 
sensation,  which  are  both  much  reduced  by  doses  which  have  little 
effect  on  the  general  consciousneas.  The  pain  of  disease  is  deadened 
or  even  entirely  removed,  while  the  intelligence  is  almost  as  acute  as 
usual,  and  the  patient  is  able  to  answer  questions  and  converse  freely^ 
and  may  seem  unusually  sensitive  to  impressions  caused  by  loud  noises 
or  sudden  flashes  of  light.  But  while  a  constant  pain  is  alleviated, 
a  sudden  shock  causes  almost  as  much  pain  as  without  morphine,  and 
when  the  patient  is  once  aroused,  the  sensitiveness  to  pain  apparently 
persists  for  some  time.  Morphine  thus  seems  to  lessen  the  power  of 
attention,  and  under  it  the  individual  remains  almost  unconscious  of 
any  constant  stimulus,  but  he  can  be  aroused  by  a  sudden  intense 
stimulus  and  only  relapses  to  his  former  lethargy  after  some  time. 
This  specific  action  on  pain  indicates  that  morphine  depresses  with 
special  power  the  paths  by  which  pain  stimuli  reach  the  conseiousness; 
it  has  been  suggested  that  it  may  interrupt  these  paths  at  their  synapses 
in  the  region  of  the  bjisal  cerebral  ganglia  (Head), 

The  motor  areas  of  the  cerebral  cortex  are  not  affected  by  small  doses 
of  morphine,  but  larger  quantities  lower  and  eventually  abolish  the 
excitability  by  electric  shocks,  Exner  found  that  the  interval  between 
a  signal  and  the  movement  in  response  is  not  altered*  but  others  state 
that  the  reaction  to  a  slight  touch  is  retarded.  The  acuteness  of  sen- 
sation, as  indicated  by  the  smallest  distance  between  two  points  on 
the  skin  which  the  patient  can  recognize  as  distinct^  is  reduced  by  mor- 
phine owing  to  the  central  depression;  it  has  no  direct  action  on  the 
sensory  organs  themselves. 

While  the  effects  of  morphine  on  the  central  nervous  system  in  man 
are  chief!y  depressant,  and  this  is  especially  marked  in  pain  sensation 
and  respiration,  some  other  areas  seem  to  be  exceptionally  resistant 
to  its  action.  Thus  the  circulatory  centres  in  the  medulla  are  little 
affected  directly  by  quantities  which  depress  the  respiration  to  a 
dangerous  extent.  And  there  is,  according  t3  one  view,  an  actual 
stimulation  of  the  nerve  centre  which  causes  contraction  of  the  pupil. 

In  animals,  the  central  nervous  symptoms  of  morphine  poisoning 
present  an  extraordinary  mixture  of  stimulation  and  depression  and  the 
relative  prominence  of  these  varies  widely  in  different  species.  The 
stimulation  effect  on  the  brain  is  best  manifested  in  the  wild  excitement 
of  the  cat  and  its  allies  under  morphine,  while  the  narcotic  action 
predominates  in  the  rabbit  and  to  a  less  extent  in  the  dog;  even  in  the 
cat  some  depression  of  the  intelligence  is  to  be  made  out.  In  the  cat 
and  rabbit  the  respiration  is  depressed  as  in  man,  but  in  the  dog  there  is 


a  stage  of  marked  acceleration  present  at  first.  In  the  dog  the  vomit- 
ing centre  is  excited  and  the  cardiac  inhibitory  centre  of  the  medulla 
i»  also  stimulated.  It  is  impossible  at  present  to  suggest  any  general 
theory  of  the  action  of  morphine  on  the  nerve  cells  which  covers  these 
differences  in  the  behavior  of  different  animals  and  al&o  in  the  reaction 
of  different  nerve  centres  in  the  same  animal. 

The  effect  of  morphine  on  the  Spinal  Cord  has  been  studied  almost 
exclusively  in  the  frog.  The  reBex  irritability  in  these  animals  is 
first  diminbhed  to  a  slight  extent,  and  then  increased  to  the  same 
degree  as  by  strychnine.  In  all  animals  the  cord  is  less  depressed  than 
in  the  corresponding  stage  of  chloral  poisoningi  for  if  two  animals  are 
poisoned,  the  one  with  morphine,  the  other  with  chloral,  until  no 
voluntary  movements  occur,  the  reflexes  of  tl*e  one  poisoned  with 
morphine  are  always  found  more  active  than  those  of  the  other, 

To  sum  up  the  action  of  morphine  on  the  central  nervous  system,  it 
produces  great  depression  which  is  especially  marked  in  the  sensation 
of  pain  and  in  the  respiration;  the  cerebral  motor  functions  are  less 
affected  than  the  power  of  perception,  the  w^Ii,  and  the  attention* 
In  man  the  failure  of  the  respiration  closes  the  course  of  the  intoxication, 
but  in  the  cold-blooded  animals  a  further  development  of  excessive 
reflex  irritability  follows  which  may  pass  into  tonic  convulsions.  Even 
in  the  higher  animals  and  man  some  indication  of  this  action  on  the 
cord  may  occur,  and  in  the  feline  group  this  stimulation  involves  not 
only  the  cord,  but  also  the  motor  areas  of  the  brain.  It  has  been 
suggested  that  while  morphine  itself  is  depressant  a  product  fonned  by 
its  oxidation  in  the  body  is  stimulant,  and  differences  in  the  rate  of 
oxidation  in  different  animals  determine  whether  the  primary  or  second* 
ary  effect  predominates  (McGuigan  and  Ross)« 
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EeepiratioD  of  the  caL    At  Af,  iajectioa  of  morphine  intra veoa ugly.     The  respiration 
ii  iffliDodiateiy  slowed  and  ihs  movcrnent  is  incrcaseti  in  depth. 


Respiration.— In  man  and  in  most  other  animals  the  respiration  is 
slowed  by  morphine  from  the  begmning>  (Fig.  13),  and  as  the  dose  is 
increased,  the  slowing  becomes  progressively  greater.  After  small 
quantities  the  breathing  may  be  rather  shallower,  especially  if  sleep 
follows;  but  as  the  rate  slows  the  depth  increases,  though  not  suffi- 

^  Id  tlM  dog  there  is  oFten  a  i^relsminsLry  stage  of  rapid,  patitiof  rcsptralion.  which 
nuy  be  seooodary  to  the  emetio  mUod  id  thu  aoimai. 
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cientJy  to  compensate  for  the  dkmxag,  and  the  total  air  breathed  may 
fall  to  one-half  -the  nonnai  or  fesB,  Hie  <  haiiM  Ifiiiiii  effect  of  morphine 
is  thus  a  diminution  Id  the  rfaythm  of  the  cemtrz,  wfaidi  remains  sus- 
ceptible to  reSex  stimulatioa,  but  b  onahle  to  accelerate  the  discharge 
of  impulses  to  the  same  extent  aa  normally.  The  Inhalation  of  carbon 
dioxide  in  tinpoi^ooed  animab  quickens  and  deepens  the  respiration^  but 
under  morphine,  while  it  deepens  it  as  much  aa  before,  it  is  unable  to 
quicken  it  in  the  same  measure.  If  morphine  causes  rest  and  sleep,  less 
carbon  dioxide  is  formed  in  the  tissues  and  tboogh  less  b  excreted  owing 
to  the  slowness  of  the  breathing,  there  may  be  no  acoimulation  in  the 
blood  and  the  depth  of  the  respimtion  remains  unchanged  or  may  be 
shallower.  But  if  the  slowing  h  more  marked^  the  gas  accumulates  in 
the  blood  and  acting  on  the  respiratory  centre  deepens  the  breathing,  as 
it  cannot  accelerate  it  except  to  a  limited  extent. 


TruiaxB  of  the  reapiratioEi  (upper)  aitd   blood-inrettiire  i.Iow^t)  during  Cbeya<sStDk« 
reflpiratiOD  in  a  cat  under  a  Laxgc  dose  of  marphinft.  (Barbour.) 


In  the  later  stages  of  morphine  poisoning,  the  breathing  often  becomes 
irregular,  and  this  irregularity  may  have  a  pexicxlic  character,  a  series 
of  deep  respirations  being  followed  by  several  progressively  weaker 
ones  and  then  by  complete  inactivity  for  several  seconds.  The  breathing 
then  recommences  with  a  very  slight  movement^  followed  by  a  scries 
increasing  regularly  in  strength  and  then  again  decreasing  (Fig.  14). 
This  form  of  respiration  (Cheyne-^tokes)  appears  to  arise  tn  part  from 
the  depression  of  the  respiratory  centre,  in  part  from  the  asphjTcia 
of  the  heart,  which  results  from  the  inefficient  respiration  and  which 
lemifj  to  pericolic  variations  in  the  blood-pressure  and  in  the  blood- 
svipply  to  the  brain  (Barbour).  When  the  respiratory  centre  is  once 
arou»ed  by  the  accumulation  of  carbon  dioxide  and  by  the  aneemia,  it 
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remains  less  narcotized  for  some  time  and  thus  a  series  of  respirations 
follow  which  reduce  the  carbon  dioxide  of  the  blood  and  also  relieve 
the  asphyxia  of  the  heart.  The  blood-supply  to  the  brain  increases, 
dnd  thus  the  stimuli  to  the  respiratory  centre  furnished  by  the  carbon 
dioxide  and  the  anosmia  are  both  removed  and  the  centre  again  becomes 
dormant  (Fig.  14)  until  Eisph}'xia  of  the  heart  and  the  carbon  dioxide 
again  arouse  it  to  a  new  phase  of  activity. 

Towards  the  end  the  respiration  becomes  gradually  slower  and 
weaker,  and  often  loses  its  periodic  character.  Even  after  conscious- 
ness  fails  to  be  aroused  by  the  most  powerful  shocks,  same  influence 
may  be  exerted  on  the  respiratory  centre.  Thus  the  sudden  applica- 
tion of  cold  water  may  cause  several  deep  respirations,  although  it 
fails  to  dispel  the  stupor,  but  the  respiration  finally  fails  to  react  to 
these  applications  and  soon  afterwards  ceases, 

Jackson  has  recently  noticed  that  morphine  and  many  of  the  other 
alkaloids  of  opium  constrict  the  bronchi  in  animals;  this  appears  to 
arise  from  a  direct  action  on  the  bronchial  muscle.  It  is  not  knoivn 
that  any  such  effect  occurs  in  man  in  morphine  poismiing. 

IMorphine  has  little  direct  action  on  the  Circulation  in  man;  the 
heart  is  often  slightly  accelerated  at  first,  perhaps  from  the  slight 
nausea.  In  the  dog  the  heart  la  slow  and  irregular  from  powerful 
stimulation  of  the  vagus  centre. 

The  blood-pressure  remains  high  and  the  peripheral  arteries  in 
general  show  no  change  of  calibre,  with  the  exception  of  those  of  the 
skin,  especially  of  the  head  and  neck,  which  are  dilated,  rendering  the 
face  Hushed  and  hot;  as  asphyxia  conies  on  the  flush  becomes  more 
dusky  and  c>  anotic,  but  the  vessels  remain  dilated,  so  that  the  face  is 
of  a  bloated,  purple  color.  The  dilatation  of  these  vessels,  which  is 
due  to  some  obscure  central  action^  has  little  in3uence  on  the  general 
pressure,  but  causes  a  sense  of  warmth  in  the  skin,  which  Is  oc<^asionaUy 
followed  by  itching  and  discomfort.  It  may  account  in  part  for  the 
increased  perspiration  often  obser%'ed,  although  this  is  doubtless  con- 
tributed to  by  other  factors.  As  asphyxia  advances,  the  pulse  may 
become  slow,  while  the  blood-pressure  %'^aries,  either  rising  from  the 
asphyxial  activity  of  the  vasomotor  centre  or  falling  from  the  slowness 
of  the  heart.  These  effects  are  entirely  absent  if  the  blood  is  suffi- 
ciently aerated  by  artificial  respiration,  and  are,  therefore,  to  be 
regarded  as  indirect  results  of  the  action  on  the  respiratory  centre. 

The  selective  action  of  morphine  is  thus  well  illustrated  in  its  effects 
on  the  medulla  oblongata  in  man,  for  the  respiratory  centre  is  par- 
alyzed before  the  centres  for  cardiac  inhibition  and  vaso-constrictjon 
are  affected  to  any  marked  extent. 

The  peripheral  Muscles  and  Nerves  are  also  unaffected  by  morphine 
m  any  except  overivhelming  doses.  Even  when  directly  applied  to 
the  nerve  it  has  but  little  effect  on  the  irritability  (Waller),  It  is  often 
stated  that  the  sensory  terminations  are  paralyzed  by  morphine,  and 
solutions  are  therefore  injected  into  the  seat  of  pain,  or  liniments  are 
rubbed  into  the  skin  over  it,  but  as  a  matter  of  fact,  morphine  seems 
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entirely  devoid  of  any  such  local  action.  The  sensibility  of  the  skin 
is  lowered  by  an  injection,  it  is  true,  but  no  more  so  at  the  point  of 
application  than  in  other  parts  of  the  body,  so  that  the  action  appears 
to  be  central. 

In  morphine  poisoning  in  man,  the  Pupil  is  contracted  to  pin-hole 
dimensions  until  just  before  the  final  asphyxia,  when  it  dilates  widely. 
In  some  animals,  such  as  the  dog  and  rabbit,  the  same  effects  are  seen, 
while  in  birds  the  pupil  remains  unaffected,  and  in  animals  in  which 
morphine  causes  movement  and  excitement,  it  is  dilated  widely.  The 
contraction  arises  from  direct  or  indirect  stimulation  of  the  oculomotor 
centre,  and  not  from  any  local  changes  in  the  eye,  for  when  applied 
directly  to  the  conjunctiva  morphine  has  no  effect;  atropine  applied  to 
the  conjunctiva  at  once  removes  the  myosis  produced  by  morphine. 
The  terminal  dilatation  seen  in  man  is  not  due  to  any  direct  action 
of  the  poison,  but  is  a  result  of  the  general  asphyxia. 

As  a  general  rule  the  Secretory  Glands  seem  to  be  rendered  less  active 
than  usual  by  morphine.  When  it  produces  nausea  it  may  increase 
the  saliva  and  the  mucus,  but  these  are  the  usual  accompaniments  of 
this  condition  and  cannot  be  considere*!  due  to  any  special  action  of 
the  poison.  The  sweat  glands  are  exceptions  to  the  general  rule,  how- 
ever, for  slight  perspiration  is  generally  observed  from  the  therapeutic 
action,  and  profuse  perspiration  is  seen  before  death  in  some  cases  in 
man  from  the  effects  of  the  asphyxia-  The  urine  does  not  generally 
show  any  distinct  alteration  after  morphine  in  man,  but  there  is  not 
infrequently  retention  in  the  bladder  because  the  sphincter  reflex  is 
absent. 

The  Aliment&rj  Canal  manifests  some  distinct  changes  under  mor- 
phine, which  have  not  yet  been  completely  explained.  In  the  human 
subject  its  injection  is  occasionally  followed  by  some  nausea,  which  is 
much  more  frequently  present,  however,  during  recovery  from  the 
drug.  In  the  dog  nausea  and  vomiting  are  almost  invariable  sequels 
of  its  application  in  any  form,  and  seem  to  be  due  to  its  acting 
on  the  medullary  centre.  Small  quantities  of  opium  or  morphine 
lessen  the  sensation  of  hunger  in  the  human  subject,  but  this  is 
probably  to  be  attributed  to  central  action  rather  than  to  any  effects 
on  the  stomach.  Riegel  states  that  in  man  and  the  dog  the  gastric 
secretion  is  generally  retarded  at  first  but  is  subsequently  increased 
to  a  considerable  extent.  This  occurs  whether  the  drug  be  admin- 
istered by  the  mouth  or  hypodermically  and  is  tlierefore  due  to  some 
change  induced  by  it  after  absorption.  The  pancreatic  secretion  is 
lessened  by  morphine  from  direct  action  on  the  gland.  The  rate  of 
absorption  in  the  stomach  and  bowel  appears  to  be  unchanged  by 
morphine. 

The  eflfects  on  the  intestine  vary  with  the  species  of  animal.  In  man 
morphine  slows  the  peristalsis  and  induces  constipation,  and  in  most 
animals  small  quantities  have  this  effect;  opium  and  morphine  are  very 
extensively  used  in  therapeutics  to  quiet  the  movements  of  the  boweh 
Magnus  found  that  the  constipating  action  could  be  elicited  after  all  the 
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nerves  to  the  stomach  and  bowel  were  divided,  so  that  it  is  quite  inde- 
pendent of  the  action  on  the  central  nervous  system.  He  states  that 
the  passage  of  food  tlirough  the  stomach  is  much  delayed  in  the  cat 
through  a  persbtent  contraction  of  the  sphincter  antri  pylorici  which 
keeps  the  contents  in  the  cardiac  end»  and  later  of  the  pyloric  sphincter 
which  delays  their  passage  into  the  duodenum.  Their  passage  through 
the  bowel  is  also  slower  than  usual,  and  this  retardation  of  the  intestinal 
peristalsis  is  especiall}'  marked  when  it  has  been  previously  accelerated 
by  irritant  purgatives  such  as  coloo^  nth.  This  slow  passage  of  the 
contents  along  the  canal  permits  of  more  complete  absorption  of  the 
fluids  and  thus  leads  to  the  stools  being  fewer  and  of  firmer  consistence. 
In  addition  there  is  less  secretion  from  the  intestinal  mucous  membrane 
under  morphine.  In  man,  the  effects  of  morphine  on  the  movements 
of  the  alimentary  canal  resemble  those  in  animals  in  general  characters. 
But  the  delay  in  the  stomach  is  less  marked,  while  that  in  the  intestine 
is  greater.  The  contents  pass  through  the  small  gut  more  slowly  than 
normally  and  make  a  prolonged  stay  in  the  cipcum  and  lower  part 
of  the  ascending  colon,  and  this  delay  in  the  large  bowel  is  the  chief 
factor  in  the  constipation.  The  action  in  slowing  the  gastric  movements 
is  most  marked  in  the  young  and  may  be  almost  unnoticeable  in  adults 
(Zehbe).  Larger  quantities  are  required  to  act  on  the  stomach  than 
on  the  bowel  in  diarrhcra  (Takahaahi).  In  both  cases  the  action  is  a 
peripheral  one  in  the  wall  of  the  stomach  and  boweh  ^  ery  large  doses 
cause  violent  peristalsis  and  reijeated  evacuation  of  the  bowel  in  the 
dog  and  cat,  but  this  effect  does  not  occur  in  man  even  in  morphine 
poisoning. 

Many  forms  of  Unatri&ted  Muscle  have  been  shown  to  be  aroused  to 
increased  contraction  and  tone  under  the  influence  of  morphine  and 
the  other  phenanthrene  alkaloids,  while  the  isoquinoline  derivatives 
depress  their  activity;  these  obse^^■ations  ha\^e  been  made  almost  exclu- 
sively on  excised  organs  suspended  in  oxygenated  Ringer's  solution » 
and  little  evidence  is  presented  that  morphine  has  any  such  exciting 
action  in  the  living  organism,  especially  in  man;  the  unstriated  muscle 
seems  afTectci^i  directly. 

Morphine  frequently  causes  a  slight  fall  in  the  Temp«Tatuie,  which 
may  be  explained  by  the  less  active  movements  and  the  dilatation  of 
the  cutaneous  vessels;  sometimes  a  slight  preliminary  rise  in  the  tem- 
perature has  been  seen  in  man.  It  is  found  that  animals  under  mor- 
phine react  less  to  an  increase  in  the  surrounding  temperature  than 
UDpoisoned  ones;  i-  e.,  a  normal  animal  exposed  to  a  high  temperature 
takes  measures  to  prevent  its  internal  temperature  from  rising  above 
the  normal^  ivhile,  under  morphine,  these  measures  are  less  effective, 
and  the  temperature  rises  more  rapidly  and  to  a  greater  height;  this 
indicates  that  the  temperature  centre  in  the  brain  is  rendered  less 
sensitive- 

Metabolism.—The  excretion  of  carbonic  acid  is  lessened  during  the 
depression  stage,  while  in  those  animals  in  which  excitement  is  pro- 
duced, it  may  be  considerably  augmented  from  the  increased  muscular 
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The  imperfect  respiration  leads  to  an  increase  in  the 

 ^  biood  and  urine  and  to  the  disappearance  of  glycogen 

fc^n  tfcr  Inw    Sop^J"        app^r  urine  from  the  same  cause. 

^gpgg^^  ^Morphine  is  excreted  mainly  by  the  digestive  tract,  in 

^  ^If^  Stomch  «nd  bowel,  and  is  therefore  found  in  large  quan- 
,n  die  fcwTS  even  after  hypodermic  injection.    Traces  of  it 
m  tbe  urine  after  large  doses.   It  appears  in  the  stomach 
gf^Mg  injection :  a  weak  reaction  oecurring  after  two  and  one- 
viiHites  According  to  AIt»  but  after  about  an  hour  no  further 
ipto  the  stomach  has  been  shown  to  occur,  although  its  nar- 
_  persists  much  longer.    A  certain  amount  of  the  morphine 
partial  oxidation  in  the  tissues,  and  some  oxidation  products 
said  to  occur  in  the  urine. 

— Tbe  continued  use  of  morphine  or  opium  leads  to  a  con- 
of  tolcrmnce,  in  which  enormous  doses  of  the  drug  are  necessary 
jl^Eoit  anv'  effect.   Faust  has  succeeded  in  producing  a  similar  state 
-  and  finds  that  much  more  morphine  is  oxidized  in  the  tissues 

.  xIjjs  condition  tJian  in  untreated  animals;  for  when  a  normal  dog 
^mtrnvrd  an  injection  of  morphine,  over  60  per  cent,  of  the  amount 
could  be  recovered  from  the  stools,  while  when  a  much  larger 
l^^grirr  was  injected  into  a  tolerant  animal,  none  whatever  was  found 
^^y^i^xn^ta.  The  absence  of  symptoms  from  large  doses  in  mor- 
nh[nt5t5  is  not  due  wholly  to  the  poison  being  oxidized  before  it  can 
w^ck  the  biain,  however,  for  Cloetta  was  able  to  isolate  large  quantities 
Mf0g^  tbe  tissues  of  animals  in  which  tolerance  had  been  established. 

while  tolerance  is  easily  acquired  by  some  centres,  others  fail  to 
jIp^^I^  It;  thus  dogs  which  have  become  so  tolerant  that  even  large 
I  jantiijc^^  fail  to  induce  narcosis,  continue  to  react  to  even  small  quanti- 
v^l^y  slowing  of  the  pulse;  the  cerebral  nerve  cells  have  become 
j^^^At,  but  those  of  the  vagus  centre  have  failed  to  do  so  (Egmond) ; 
the  bowel  also  continues  to  react  to  morphine  as  in  the  beginning 
^(\vrs).    Some  nerve  cells  thus  become  habituated  to  the  presence  of 
^^^rphnie  in  the  blood  and  cease  to  react  to  it  as  strongly  as  in  normal 
ividuals,  while  others  remain  susceptible;  in  addition,  the  tissues 
a  greater  power  of  oxidizing  morphine*    In  the  rabbit  no 
^[^}^iice  is  developed  even  after  prolonged  treatment  with  morphine. 
l>op  ^'hich  have  been  rendered  tolerant  to  morphine  are  equally  refrac- 
to  its  allies,  codeine  and  heroine.   The  attempt  to  find  "antimor- 
■hinc  serum"  has  proved  fruitless. 

Oo^fti***  given  in  moderate  quantities  resembles  morphine  in  its 
l^on  in  man  but  is  much  weaker.  Thus  one  grain  of  codeine  induces 
jl^p  and  relieves  pain  in  about  the  same  degree  as  one-fourth  grain  of 
morphine;  the  sleep  is  said  to  be  not  so  deep  and  restful  as  that  which 
fi>|loWS  the  administration  of  morphine,  and  the  patient  is  liable  to  be 
^wakened  by  slight  noises,  and  is  restless  and  often  uiirefresbed  when 
awakens.  Somewhat  larger  quantities,  instead  of  inducing  deeper 
p,  increase  the  restlessness  and  cause  a  considerable  exaggeration 
the  reflex  excitability.    The  respiration  is  slowed  in  the  same  way 
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as  by  morphine  but  here  again  morphine  is  at  least  four  times  as  power- 
ful; large  doses  of  codeine  do  not  slow  the  respirfltion  further.  The 
pupil  is  slightly  contracted  during  the  codeiue  sleep,  but  dilates  when  the 
excitement  stage  follows.  Codeine  thus  depresses  the  central  nervous 
system  in  man,  though  there  are  indications  of  stimulation  also  when 
large  quantities  are  used.  In  animals  these  sjTnptoms  of  excitation 
are  more  obvious,  however,  especially  in  the  spinal  cord,  in  whicli  the 
reflexes  are  rendered  more  acute  and  may  finally  give  rise  to  spasms. 
In  the  cat  morphine  induces  cerebral  excitement,  but  under  codeine 
this  is  often  seen  in  the  dog  also  and  even  to  a  slight  extent  in 
man. 

Codeine  acts  less  on  the  stomach  and  bowel  than  morphine,  but  when 
given  in  doses  adequate  to  cause  narcosis^  it  also  causes  constipation 
and  given  along  with  morphine  appears  to  intensify  its  action. 
It  is  excreted  by  the  urine  unchanged  and  none  has  been  shown  to 
undergo  destruction  in  the  tissues,  as  occurs  in  the  case  of  morphine- 
No  tolerance  is  acquired  for  ccMJeine  even  after  long  use*  and  patients 
may  in  fact  appear  more  susceptible  to  the  drug,  a  dose  which  at  first 
gave  relief  now  causing  nausea  and  vomiting.  It  is  possible  that  tins 
may  indicate  a  tolerance  of  some  parts  of  the  central  nervous  system, 
which  b  not  shared  by  the  vomiting  centre. 

Codeine  is  methylmorphine,  and  &  number  of  similar  conipounds  have  been 
formed  artificially,  such  as  ethylraorphine  and  amylniorphine.  Two  of  these, 
ethylmorphme  (Dionine)  and  benzylmorphine  CPeronine)  have  been  introduced 
into  Iherapeutica,  but  ap[>efir  to  possess  no  advantages  over  codeine. 

Oxydimorphine  (CHH^tNtOe)  haa  been  found  in  opium  by  some  invesU- 
gat^rd,  ami  Ims  a  very  weak  narcotic  action  tesembling  that  of  morphine, 

Hexoinei  diacetylmorphinep  is  an  artificial  alkaloid  formed  from  morphine 
by  substituting  acetyl  for  its  two  hydroxyle,  and  has  attracted  some  attention 
recently  through  its  being  advocated  as  a  r^iratory  sedative  in  cough.  It 
appears  to  resemble  morphine  in  its  general  elTectST  but  acU  more  strongly  on 
ihe  respiration,  and  is  therefore  more  poisonous.  The  action  on  the  respiration 
IS  the  same  in  kind  as  that  of  morphine  but  is  stronger,  and  the  advantages 
claimed  for  heroine  by  ita  advocates  have  not  been  confimied  by  impartial 
investigation.  It  appears  to  have  rather  more  depressant  effects  on  the  cerebrum 
thaa  codeine.  In  animals  large  doses  cauAe  excitement  and  convulsions,  and  in 
man  these  have  aUo  been  observed  in  cawa  of  poisoning;  the  exhaustion  from 
these  convukions.  is  the  cause  of  death  in  animals.  Heroine  is  e?ccreted  mainly 
in  the  urine  unchanged,  but  some  is  found  in  the  stools.  When  it  is  given  for 
aome  timet  the  tissues  learn  to  destroy  it  and  it  no  longer  appears  in  the  excre- 
tions. A  certain  tolerance  ia  observed,  for  the  narcotic  action  becomes  less 
marked  and  may  entirely  disappear,  but  the  exciting  action  of  large  dosee 
remains  unafTected  (Langer).  Cases  of  heroine  habit  have  been  described 
repeatedly.  On  the  whole  the  evidence  of  eiqjerirnental  and  clinical  observers 
ee^nis  to  indicate  that  heroine  deseryea  &  place  between  morphine  and  codeine. 

Tb^baine  seems  to  have  practically  no  depressant  action.  It  sometimes 
prixiuces  some  heaviness  and  confusion  in  man,  but  tJiis  is  accompanied  by 
symptoms  exactly  resembling  those  described  under  strychnine,  and  it  may 
therefore  be  considered  as  belonging  to  the  latter  scries  rather  than  to  that 
of  morphine;  it  is  very  much  less  active  than  sto'chnine,  however. 

Pa^verine  stands  midway  between  codeine  and  tiiorpliine  in  ita  action  on 
the  central  nervous  aystein,  but  is  a  comparatively  weak  poison.  Even  in 
large  quantities  it  has  not  the  soporific  action  of  morphine,  nor  does  it  produce 
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the  Hftme  degree  of  excitement  as  codeine.  Comparatively  small  quantities 
are  followed  by  eleep  and  slow  respiration,  but  this  does  not  become  deeper 
as  the  dose  is  increased.  On  the  contrary,  the  reflex  excitability  is  augmented, 
and  after  very  large  quantities  some  tetanic  spasm  may  be  elicited,  but  this 
fioema  to  be  of  spinal  origin  entirely,  while  that  produced  by  codeine  points 
rather  to  an  affection  of  the  lower  part  of  the  brain.  Papaverine  has  more 
tendency  to  slow  the  h^art  rhythm  than  morphine;  it  apparently  acts  directly 
on  the  heart  muscle  and  a  similar  effect  on  the  vee^eli  dilates  them  when  it 
is  perfused  through  them;  the  blood-prcsaure  is  httle  affected  by  ordinary 
quantities,  however.  Papaverine  is  said  to  have  a  greater  action  in  lessening 
peristuUii*  than  the  other  alkaJoids  and^  with  he  other  isoquinobne  alkaloids, 
relaxes  the  tone  and  slows  the  contractions  of  unstriated  muscle  in  experimenta 
on  surviving  organs;  the  antagonism  to  morphine  in  these  artificial  conditions 
is  marked,  but  it  is  not  bo  obvious  in  observations  on  the  living  animal  and  has 
perhaps  received  more  attention  than  it  merits. 

Karcothie  resemblea  papaverine  rather  than  morphine,  but  has  even  leas  depr^ 
sant  action,  especially  in  mammals.  In  the  frog  a  short  stage  of  depression 
is  elicited,  but  this  soon  givea  place  to  atrychnine-Uke  ex^eration  of  the 
reflex  excitability.  In  mammals  there  may  be  but  httle  appearance  of  depression, 
the  injection  lieing  followed  by  a  condition  of  excitement  immediately — rest- 
lessnesa  and  tremors  with  increased  refle?cea,  which  eventually  lead  to  con- 
vulsions, during  which  the  animal  generally  succumbs  exactly  as  in  strychnine 
poisoning.  The  pulse  is  considerably  slower  after  narcotino  injection,  from  a 
direut  action  of  the  drug  on  the  heart.  The  sympathetic  ganglia  are  first  stimu- 
lated and  then  paralyzed-  Narcotine  is  a  much  leas  poisonoue  body  than 
either  morphine  or  codeine,  and  very  large  quantities  have  been  administered 
repeatedly  with  little  or  no  narcotic  effect.  It  is  a  eompoimd  of  hydrocotarnioe, 
another  opium  alkaloid,  with  opianic  acid.  Hydrocotanilne  apparently  acts 
very  much  in  the  same  way  as  narcotinej  but  produces  e\'en  less  depression, 

N&rceine  has  httle  or  no  action  of  any  kind.  It  is  exceedingly  insoluble 
in  water,  and  its  salts  are  broken  up  in  aqoeoua  eolation,  so  that  it  ia  probably 
absorbed  very  slowly  and  imperfectly. 

The  other  alkaloids  occur  in  very  minute  quantities  in  opium  and  possess 
no  great  interest  from  the  therapeutic  point  of  view.  Very  little  has  been 
done  to  elucidate  their  pharmacologicaJ  action,  but  those  which  have  been 
examined  seem  to  produce  effects  resembling  those  of  the  better  known  mem- 
bers of  the  group.  In  frogs,  small  doses  of  Cryptopme  and  Protopine  produce 
a  narcotic  condition  similar  to  that  following  the  injection  of  morphine,  but 
the  reflex  irritability  does  not  show  the  same  exaggeration  afterward;  larger 
quantities  cause  coniplete  paralysis  of  the  whole  central  nervous  system  and 
partial  paralysis  of  the  t^nninationa  of  the  motor  nerves,  which  gives  rise  to 
irregular  contractions  and  relaxations  of  the  muscles  when  the  nerves  are 
stimulated  (Hale).  In  mammals,  no  depression  occurs,  but  restlessness  and 
eventually  convulsions,  which  do  not  seem  to  be  of  spinal  origin  but  rather 
suggest  a  stimulation  of  the  cerebrum  and  midbrain.  The  heart  is  alow  and 
weak,  and  some  depression  of  the  vaso-motor  centres  is  caused  by  lar^e  quantities 
of  the  poisons.  The  respiration  does  not  seem  to  be  depressed,  but  rather  to  be 
accelerated,  save  by  the  largest  doses.  They  paral3*ie  the  terminations  of  the 
sensory  nerves  on  local  application  in  the  same  way  as  cocaine.  The  action  of 
the&e  two  alkaloids  on  the  heart  would  seem  to  be  further  developments  of 
the  heart  action  noted  after  nari:otine  and  papaverine. 

In  man  morphine  is  much  the  most  dangerous  of  the  opium  alkaloids, 
because  death  is  produced  in  the  uarcotic  stage  through  asphyxia. 
In  most  animals,  however,  thebaine,  codeine  and  laudanine  are  more 
toxic,  because  the  failure  of  the  respiration  does  not  occur  in  the  stage 
of  depression,  but  during  the  convulsions. 


Opium  itself  contains,  besides  the  alkaloids  already  discussed,  various 
acids  with  which  they  are  In  combination,  meconic,  lactic,  and  sul- 
phuric acid,  but  none  of  these  possess  any  action  of  importance. 
Along  with  these  are  found  gums,  sugars,  albumins,  wax  and  the  other 
coaimon  constituents  of  plant  juices,  but  these  merely  tend  to  delay 
the  absorption  of  the  active  constituents,  and  cannot  be  said  to  play 
any  part  in  the  effects  of  opium.  Of  the  alkaloids,  morphine  is  present 
in  greatest  abundance,  and  is  also  the  most  powerful  in  its  effects 
on  man.  According  to  most  observers  the  action  of  opium  on  the  brain 
is  practically  identical  with  that  of  morphine,  when  due  allowance 
is  made  for  the  slower  absorption  of  the  crude  drug  from  the  bowel; 
if  any  difference  exists,  it  is  so  small  as  to  be  inappreciable  in  ordinary 
cases.  But  an  old  view  that  opium  is  a  better  narcotic  than  morphine 
has  recently  been  resuscitated,  and  a  preparation  of  all  the  alkaloids  of 
opium  without  the  other  constituents  has  been  introduced  under  the 
name  of  Pantopon  (onmopon)^  This  has  not  been  shown  to  have  more 
narcotic  action  than  the  morphine  that  it  contains,  and  its  composition 
varies  considerably.  According  to  Straub,  the  alleged  superiority  of 
opium  over  morphine  as  a  narcotic  is  due  to  its  containing  narcotine, 
which  in  itself  has  comparatively  little  depressant  power,  but  which 
intensifies  that  of  morphine  to  a  marked  extent  when  they  are  adminis- 
tered together.  He  has  therefore  introduced  morphine-narcotine  meco- 
nate  under  the  name  of  Narcaphine  as  superior  to  morphine  in  narcotic 
power  while  less  depressant  to  the  respiration.  Experiments  made  by 
Macht  and  his  associates  supjiort  these  claims,  narcotine  strengthening 
the  action  of  morphine  in  the  cerebrum,  while  antagonizing  it  in  the 
respiratory  centre.  As  regards  their  action  on  the  alimentary  tract, 
opium  and  pantopon  are  practically  identical,  morphine  is  less  con- 
stipating than  pantopone,  and  narcophine  is  the  least  active  of  all. 
The  greater  sedative  effect  of  opium  and  pantopon  on  the  intestine 
may  probably  be  due  to  the  presence  of  papaverine  (Zehbe)  and  codeine 
(Hesse). 

U.    P,  Preparations, 

Opiuu,  the  air-dried  milky  exudation  obtained  by  mcising  the  unripe  capsules 
of  Papaver  sonmifenun,  3nelds  when  moist  not  less  tlian  9,5  per  cent  of  anhy- 
djouB  morphine.   Dose,  0,1  G.  di  grs.). 

Opii  Pultis,  dried  and  powdered  opium,  yielding  10  per  cent,  of  anhy- 
droufi  morphine.   Dose,  0.06  G,  (I  gr  ).* 

ExTK.\cT0M  Ovii,  the  dried  aqueous  extract,  containa  20  per  cent,  of  mor- 
phine.   Dose,  0.03  G.  (i  gr.), 

TntfCTURA  Ofii  (Laudanum)  conttuns  10  per  cent,  of  opium,  or  I  per  ceat. 
of  morphine.  Dose,  0.5  mil  (S  mins.).* 

PtiLTia  Ipecacuanha  et  Opu  (Dover's  Powder),  10  per  cent-  each  of  opium 
and  ipecacuanha  powders.  Dose,  0.5  G.  (S  gra.). 

•  Pracllc^ly  ideataeal  fomaa  ue  Opvum  dsodoraium  aod  Opvum  ffranu/afum,  «cb  con- 
latnine  10  per  cenL  of  morphiu«,   Dok,  0.00  G,  (I  kt.}. 

*  Another  10  per  cent,  tincture  u  Tindura  Opii  De&dttfcti.   Dow,  0.£  mil  (8  tninfl.). 
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TiNCTURA  Opn  Camphorata  (Paregoric)  contains  four  parta  of  opium  per 
thousand,  along  with  benzoic  acid,  camphor,  oil  of  anise  and  glycerin.  Dose, 
4  mils  fl  n  dr.).' 

MriRpHiNA  (CtiHiiNOi-l-HtO),  colorless  crystals  without  odor  but  with  a 
bitter  taste,  practically  insoluble  in  vt&ter  and  only  slightiv  soluble  in  alcohol. 
Dose,  0.008  G.  (i  gr.) 

MORPaiN^  Hn^BOCBLORIDUM. 

MoBPHiNA  Sulphas, 

The  hydrochloride  and  sulphate  are  soluble  in  about  15-17  parts  of  water, 
IfiBS  SO  in  alcohol.  They  form  white^  eilky  crystals  with  a  bitter  taste.  Doee, 
0.008  G.  (i  gr.3, 

CoDEfNA  (CiiHiiNOi-hHiO),  white  or  nearly  transparent  crystals  with  a 
faintly  bitter  taste^  soluble  in  80  parte  of  water  and  in  L6  parts  of  alcohoL 
Doee,  0-03  G.  (J  gr.). 

CoDEiNJE  Phosphas,  whitc  needlc-flhaped  crystals  with  a  bitter  taste,  soluble 
in  about  2  parts  of  water.  Dose,  0.03  0.  (|  gr.). 

DiaceLylmorphinct.  Hydmckloridum  (CtjHMO|N.HCl+HsO)i  Heroine,  a  white 
crystallme  powder  soluble  in  3  parts  of  water.    Dose,  0,003  G,  gr.). 

MQ^hnorphimv  HydrQchhti^nin  CCjiHsi04N.HCl-j-2Ha01,  Dionins^  a  white 
or  yellowish  powder  soluble  in  8  parta  of  water.   Dose,  0.015  G,  (J  gr*}* 

B*  P.  Prepakationb. 

Opium,  the  juice  obtained  by  incision  from  the  unripe  capsules  of  Papaver 
somniferum^  inspissated  by  spontaneous  evaporation.  When  dried  it  contains 
9j-10i  per  cent,  of  anhydrous  morphine.    Dose,  i-2  grs, 

ExTRACTCiM  Opii  Siccum  Contains  20  per  cent,  of  morpliine.  Dose,  J-l  gr. 

TtKCTimA  Opiiy  Laudanum^  contains  1  per  cent,  of  morphine,  or  about  1  gr. 
of  opium  in  10  mina.  Dose,  5-15  mins.  for  repeated  administration;  for  a 
single  administration  20-30  mins. 

TiNCTURA  Camphor*  Composita,  Paregoric*  or  Paregoric  Elixir,  contains 
camphor,  benzoic  acid,  oil  of  anise  and  J  gr.  of  opium  in  each  fl«  dr.  (j^o  per 
cent,  of  morphine.  Dose,  \-\  fl,  dr, 

PuLVis  IpECAcuANRfl  CoMPosiTUS,  Dover*s  Powder,  contains  10  per  cent* 
each  of  opium  and  ipecacuanha  in  powder.   Dose,  5-15  gr. 

PuLVis  Kino  Composites  contains  5  per  cent,  of  opium  along  with  kino 
and  cinnamon.  Dose,  5-20  grs, 

PuLTis  Ch£t^  Aromaticub  CUM  Opio  coutaios  2^  per  cent,  of  opium  along 
with  aromatic  chalk  powder.   Dose*  10-60  grs. 

PiLULA  Plumbi  cpm  Ofio  contaios  12  per  cent,  of  opium  along  with  lead 
acetate.  Dose,  2-4  grs. 

PiLULA  Saponis  CoMPOSiTA,  contains  20  per  cent,  of  opium.  Doee,  2-4  grs. 

SuppoaiTORiA  Pi>UMBi  CoMPOSiTA,  each  contaios  3  grs.  of  lead  acetate  and 
1  gr,  of  opium.* 

MoftPHi^TJB  HvDROCHLORiDVM  (Ci7HiiNOt,HCl,3HiO),  actcuiar  prisms  soluble 
in  24  parts  of  cold  water,  one  part  of  boiling  water,  or  50  of  alcohol.  Dose, 

Her. 

I  An  unimporlAat  prepvatioa  is  Miitura  Glycj/rrhiztB  Cvmpo€Ua  (Browm  Miature), 
formed  from  tiqiiorirG,  syrup^  acacLK,  tartar  i^motic,  spirit  of  tiitrouB  ether  and  cam- 
phorated tincture  of  opium,  and  coataininte  only  about  1  pari  of  opium  Id  2000.  Doae. 
10  mils  (2i  fl.  dre.). 

*  Scotch  Paj'ogoric  or  TinduTa  Offii  Ammdruata  K>tit&Ltifl  Ammonia,  benioio  scid,  toA 
of  »nifle  uid  neuiy  5  Era.  of  opium  tci  the  fluid  oi.  (0. 1  per  cent,  roorphiae)*  Done, 
i'l  fl.  dr. 

■Other  prcpamtiotiA  of  opium  are  Putvia  Opii  Compoaiius.  oootAimng  10  per  cent,  of 
opium  ftlupg  with  pepper,  singer,  caraway,  and  traaacuritb  (doae.  5-15  ffra.),  and  Piluia 
Iptcacxmnha  cum  Scilla  formed  frora  Dover's  powder  nnd  aquilla  and  cDntalains  6  per 
ret\\.  of  opiitm.   DoflK,  4-8  en. 


Morphiim  T/trtras^  ((CiTHitNO|),C<H»0*,3HtO),  a  white  powder  soluble  in 
11  parts  of  cold  water,  insoluble  in  alcohol.  Dose,  J— i  gr. 

LiquoB  Mobphinjs  Hydrochloridi,  1  percent,  10-60  mms, 

Injectto  MoRPHiNdfi  Hypodermics,  contains  2|  per  cent,  of  the  tartrate. 
Dose  by  subcutaneous  injection,  5-10  mine. 

Suppos^TORiA  MobphinjD»*  each  contains  J  gr.  of  morphine  hydrotihloride. 

CoDKiNiH  Pbosphas  ((C»Ht.(CH,)NO,.H,POi)r3HiO},  white  crj-stala  with  a 
filightly  bitter  taster  soluble  in  4  parts  of  water,  much  leas  soluble  in  alcohoL 
Doae»  }-I  gr. 

Strupus  CoDEiNiB  PHOSPHATifl,  One  fluid  drachm  contains  J  gr,  of  codeine 
phosphate.    Dose,  i-2  fl.  drs. 

DiatnorphiruE  HydTochloridum^  Heroine  or  diacetylmorphine  hydrochloride,  a 
white,  crystalline  powder  having  a  bitter  taste  and  soluble  in  3  part«  of  water. 

Therapeutic  Uaen. — Opium  is  one  of  the  most  important  and  most 
extensively  used  drugs  in  the  pharmacopoeias  at  the  present  day  as 
in  the  past.  Of  late  years  the  crude  drug  has  been  largely  replaced 
by  morphine,  but  the  action  is  the  same,  and  although  morphine  is 
preferable  in  most  cases,  opium  is  still  specially  indicated  for  certain 
purposes.  In  almost  any  disease,  conditions  which  are  favorably 
influenced  by  morphine  may  present  themselves,  and  these  conditions 
alone  can  be  discussed  here- 

P«iiL — As  has  been  repeatedly  mentioned,  opium  or  morphine  has 
a  special  analgesic  action  which  is  not  shared  by  its  modern  rivals 
of  the  methane  series,  and  which  juslihes  the  celebrated  dictum  of 
Sydenham  that  without  opium  few  would  be  callous  enough  to  practise 
therapeutics.  The  general  statement  may  suffice  that  severe  pain 
indicates  opium.  Even  where  the  disease  itself  is  one  which  would 
in  ordinary  circumstances  cotitra-indicate  it,  it  must  always  be  taken 
into  consideration  whether  the  relief  of  the  pain  and  its  attendant 
restlessness  may  not  counterbalance  the  disadvantages  of  the  narcotic. 
At  tJie  same  time  the  danger  of  inducing  the  craving  for  morphine 
cannot  be  forgotten*  for  the  use  of  morphine  to  subdue  pain  is  perhaps 
the  most  fruitful  cause  of  the  habit.  It  is  often  found  that  compara- 
tively small  quantities  of  opium  are  sufficient  to  remove  or  at  any  rate 
to  dull  pain,  but  after  repeated  doses  the  quantity  has  to  be  increased 
owing  to  tolerance  being  attained.  Codeine  may  be  used  instead  of 
morphine  to  allay  pain,  but  has  to  be  given  in  at  least  four  times  as 
large  doses,  and  is  ineffective  in  severe  pain.  Some  forms  of  pain  are 
relieved  by  the  members  of  the  antipjTine  series,  but  these  are  less 
i^rtain  and  more  limited  in  their  action  tlian  morphine.  On  the  other 
hand  the  antipyretics  often  relieve  pain  without  inducing  sleep,  and  in 
this  possess  a  great  advantage  over  opium  in  the  treatment  of  headache, 
neuralgia,  and  similar  conditions. 

'  The  ftoetate,  Morphines  Acita*^  resemble*  the  tartrate  except  in  being  low  eoluble 
uid  more  readily  decompowd- 

■  Other  preparatioDfl  containing  morphino  are  the  two  loxenges.  Trochuaa  Marphina 
and  Trochiicua  Morphina  et  J pecaeuanha,  each  of  which  contains  7^  gr.  of  morphine, 
whj[e  the  latter  coataina  ia  aJ^JitioD  f'n  gr.  of  ipecacuanha..  Morphine  ts  too  powerful 
a  druE  to  be  diap«iued  id  loEenges.  The  Tinetura  ChloTQ/Qrmi  «(  MorjthimB  Compaiita 
(chlorodyne)  cootains  one  per  cent,  of  morphine,  ehSoroform,  prussic  acid,  capaipum, 
c&auAhia  iodica,  oil  of  peppermiatt  aod  ^cerin,  aad  it  superfluous.    Do*e.  5-15  duda. 
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Sleeplessness.— Opium  was  formerly  the  only  drug  used  to  induce 
sleep,  but  since  the  discovery  of  chloral  and  its  congeners,  it  is  used 
less  frequently.  These  fail  entirely  to  replace  it,  however,  where  the 
sleeplessness  is  due  to  pain,  while,  on  the  other  hand,  they  are  more 
efficacious  in  some  conditions  of  excitement.  Not  infrequently  opium 
and  chloral  are  prescribed  together  for  this  purpose^  and  the  combi- 
nation acts  more  efficiently  than  either  of  the  drugs  alone.  Each  is, 
of  course,  prescribed  in  considerably  smaller  amount  than  if  adminis- 
tered separately.  Opium  is  less  efficient  than  clJoral  when  there  is 
apparently  an  increased  activity  of  the  motor  functions  of  the  brain, 
as  in  wild  delirium  and  mania,  and  sometimes  seems  to  increase  the 
excitement  even,  but  this  general  statement  is  subject  to  numerous 
exceptions,  and  morphine  is  still  largely  used  in  many  such  disorders. 
In  the  true  convulsive  diseases,  such  as  tetanus,  epilepsy  and  chorea, 
chloral  is  preferable.  In  certain  forms  of  motor  excitation,  especially 
in  insanity,  hyoscine  is  indicated  as  a  sedative,  and  in  cases  of  sleep- 
lessness from  anxiety  and  worry  potassium  bromide  is  generally  pre- 
ferred to  any  of  the  more  powerful  sedatives.  The  beneficial  effect  of 
morphine  in  many  acute  febrile  conditions  is  undeniable,  and*  as  in  the 
case  of  alcohol,  is  due  to  its  lessening  the  pain  and  discomfort  of  the 
patient  and  inducing  rest,  A  good  deal  of  difference  of  opinion  exists 
as  to  the  advisability  of  administering  opium  or  morphine  in  these 
conditions,  and  there  is  no  question  that  the  routine  treatment  of  fever 
by  narcotics  is  to  be  deprecated;  but  on  the  other  hand,  restlessness 
and  discomfort  may  in  themselves  aggravate  the  disease,  and  morphine 
is  distinctly  indicated  under  these  circumstances. 

The  preparations  cliiefly  used  to  relieve  pain  and  promote  sleep  are 
the  extract,  laudanum,  opium  pill,  or  compound  soap  pill,  and  the 
morphine  salts  and  their  solutions,  including  the  hypodermic  injec- 
tion. 

In  Respiratory  Disorders  opium  and  morphine  are  largely  used  for 
their  effects  on  the  centre.  AVhere  it  is  desirable  to  lessen  its  irrita- 
bility, as,  for  example,  in  excessive  cough  and  dyspnoea,  opium  may 
be  indicated*  On  the  other  hand,  when  there  is  a  profuse  expectora- 
tion, the  irritability  of  the  centre  cannot  be  lowered  without  danger, 
and  opium  is  contra-indicated.  Opium  gives  relief  in  cases  of  asthma, 
but  there  is  always  danger  of  inducing  the  habit. 

Opium  is  often  combined  w'ith  expectorants  in  the  treatment  of 
cough,  and  a  number  of  suitable  preparations  are  provided  in  the 
pharmacopoeias,  such  as  paregoric,  Dover's  powder  and  other  prepara- 
tions containing  ipecacuanha,  and  codeine  phosphate.  The  object 
of  combining  expectorants  with  opium  is  to  allay  excessive  coughing; 
the  opium  reduces  the  excitability  of  tlie  centre,  w^hile  the  expectorant 
causes  a  secretion  of  mucus  in  the  respiratory  passages  and  thus  pro- 
tects the  irritated  mucous  membrane.  The  combination  is  indicated 
only  in  dry  cough  with  little  expectoration,  and  when  there  is  abundant 
sputum  to  be  removed  by  coughing  the  treatment  may  be  harmful. 
Codeine  is  often  preferred  to  morphine  in  these  cases,  because  it  reduces 


tJie  excitability  of  the  respiratory  centre  with  less  marked  cerebral 
depression.  Heroine  and  dioiiine  were  introduced  as  superior  to  codeine 
in  this  respect,  but  impartial  investigators  of  these  drugs  have  generally 
failed  to  obtain  better  results  from  them  than  from  codeine  and  mor- 
phine* 

In  Pedtonitifl  and  bitestuiil  Disordem  opium  is  indicated  doubly; 
first,  for  its  general  action  in  allaying  pain  and  restlessness;  and 
secondly,  for  its  special  action  in  lessening  the  movement  of  the  intes- 
tine. Opium  is  preferable  to  morphine  for  these  purposes  because  it 
lies  longer  in  the  bowel,  and  therefore  evolves  a  stronger  action  there 
than  on  the  rest  of  the  economy,  and  also  because  the  minor  alkaloids 
have  some  constipating  effect.  In  colicj  especially  lead  colic*  it  often 
relieves  the  pain  without  increasing  the  constipation  and  seems  to  allay 
the  spasm  of  the  bowel  without  stopping  entirely  its  peristalsis.  In 
diarrhoea  opium  may  be  given  to  check  the  excessive  peristalsis,  though 
in  the  severer  forms  of  dysentery  it  generally  fails  to  have  this  effect, 
and  in  septic  purging  is  rather  to  be  avoided.  In  perforation  and 
hemorrhage  from  the  bowel,  opium  is  the  most  efficient  of  all  remedies, 
as  it  allows  adhesions  or  clots  to  be  formed  by  checking  movements  of 
the  intestine^  which  would  provoke  further  leakage. 

The  B.  P.  offers  a  number  of  preparations  specially  designed  for 
use  in  intestinal  disorders  and  especially  in  diarrhoea,  such  as  the  com- 
pound kino  powder^  the  compound  chalk  powder,  the  lead  and  opium 
pill,  and  the  compound  lead  suppository  and  morphine  suppository. 
Instead  of  these  the  tincture,  extract,  or  other  simple  preparation  may 
be  used* 

In  Hsmonhftfe,  where  the  bleeding  point  cannot  be  reached^  opium 
or  morphine  is  most  valuable-  This  is  not  from  any  direct  effect  on 
the  vessels  or  blood,  but  because  it  allays  the  restlessness  which  follows 
the  loss  of  large  quantities  of  blood  and  thus  allows  the  blood  to  clot 
in  the  ruptured  vessel.  The  same  preparations  are  suitable  here  as 
for  pain. 

In  Yomitiiif  morphine  is  sometimes  used  in  small  quantities,  but  it 
seems  doubtful  whether  with  any  benefit* 

Morphine  is  not  infrequently  given  as  a  preliminary  to  general 
Ansstbeaia  in  nervous  patients  (J  gr.),  and  in  recent  years  operations 
have  often  been  performed  under  morphine  and  hyoscine  (scopola- 
mine) alone.  For  this  purpose  \  gr.  (10  mgs.)  of  morphine  and  about 
yjfl  gr.  (0.3  mg,)  of  hyoscine  are  injected  an  hour  and  a  half  before 
Ihc  operation » and  again  half  an  hour  before  it.  The  anwstiiesia  induced 
is  often  sufficient,  and,  if  necessary,  a  few  drops  of  ether  or  chloroform 
may  be  inhaled  to  complete  it. 

Opium  has  been  used  instead  of  quinine  in  Malaria,  and  though  it 
caimot  be  said  to  replace  the  latter,  has  a  distinct  effect  in  some  cases 
apparently.  Of  course,  sjTnptoms  may  arise  in  malaria  as  in  other 
diseases  in  which  opium  is  specially  indicated,  but  apart  from  this, 
cases  of  malaria  of  old  standing  seem  to  be  benefited  by  opium  with 
or  without  quinine. 
IT 
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Opium  or  morphine  has  sometimes  been  used  in  Diabetea  with  ^ood 
effects;  for  though  the  glycosuria  seldom  disappears  under  its  use, 
it  is  lessened  in  some  cases  (Kaufmann).  Codeine  has  been  advised 
instead  of  morphine  in  this  disorder,  as  it  is  less  likely  to  cause  con- 
stipation and  gastric  disturbance. 

Lastly,  opium  is  used  as  a  Diapltoretic,  and  for  this  purpose  it  is 
generally  combined  with  ipecacuanha  and  prescribed  as  Dover's  powder. 
Although  in  itself  it  has  little  or  no  diaphoretic  action,  opium  may 
augment  the  effects  of  ipecacuanha  through  dilating  the  skin  vessels. 
Opium  and  its  alkaloids  have  no  effect  applied  to  the  skin,  and  the 
plasters,  ointments  and  other  similar  preparations  are  obsolete. 

Codeine  is  much  less  often  used  than  morphine  in  therapeutics*  It 
is  of  comparatively  little  value  in  allaying  pain  or  excitement,  but 
has  been  found  of  benefit  in  the  sleeplessness  of  melancholia.  It  is 
used  not  infrequently  as  a  sedative  in  cough,  and,  as  has  been  stated, 
in  diabetes.  There  is  little  or  no  tendency  to  form  the  codeine  habit, 
and  it  has  been  suggested  as  a  substitute  for  morphine  in  morphino- 
mania,  but  has  not  proved  efficient  in  this  condition. 

Opium  and  morphine  are  contra-indicated  in  children  at  the  breast, 
in  whom  even  minute  quantities  [e.  one  drop  of  laudanum)  may 
produce  the  most  alarming  symptoms  of  poisoning.  After  one  year 
this  special  susceptibility  seems  to  pass  off  and  the  dose  of  morphine 
has  not  to  be  reduced  more  than  that  of  other  drugs  (Dobeli).  In 
great  w^eakness,  especially  in  cases  where  the  respiration  is  barely 
sufficient  to  aerate  the  blood,  or  where  profuse  expectoration  is  present^ 
morphine  has  to  be  administered  with  the  greatest  care.  In  cerebral 
congestion  and  meningitis  the  opiates  are  generally  eontra-indicated. 
It  must  be  remembered  also  that  both  opium  and  morphine  are  liable 
to  disturb  the  digestion  and  to  cause  nausea  and  want  of  appetite, 
and  that  these  may  prevent  their  use  in  cases  in  w^hich  they  would 
otherwise  be  suitable.  In  some  persons  opium  invariably  causes  nausea 
and  vomiting,  either  soon  after  its  administration  or  while  its  effects 
are  passing  off.  For  this  idiosyncrasy  morphine  may  be  substituted 
for  opium,  although  this  is  often  equally  nauseating,  or  chloral  and 
bromides  may  be  prescribed  with  opium  to  prevent  the  unpleasant 
after-effects.  In  all  chronic  painful  diseases  opium  or  morphine  has  to 
be  given  guardedly,  on  account  of  the  risk  of  tlie  formation  of  the 
opium  habit;  the  patient  ought  to  be  kept  in  ignorance  of  the  drug 
used  as  far  as  possible,  and  it  should  be  alternated  with  otliers.  Of 
course,  in  cases  of  incurabicj  hopeless  disease,  where  life  can  only  last 
a  comparatively  short  time  and  is  attended  by  severe  suffering,  this 
objection  does  not  hold,  and  it  may  be  necessary  to  administer  morphine 
without  stint  and  in  ever-increasing  quantity. 

Morphine  and  opium  are  often  said  to  be  qpntra-indicated  in  Bright'$ 
disease  of  the  kidney.  This  seems  to  be  due  to  the  belief  that  mot- 
phine  is  excreted  in  the  urine,  which  has  now  been  shown  to  be  erro- 
neous. There  seems  no  reason  to  believe  that  morphine  is  harmful 
in  these  conditions,  and  in  some  forma  of  ursemia  it  has  even  been  of 
considerable  benefit. 


Acute  Poisomn;  with  morphine  or  opium  is  one  of  the  commonest 
forms  of  intoxication,  with  the  exception  of  the  alcoholic.  It  is  often 
difficult  to  diagnose  from  other  forms  of  unconsciousness,  but  the 
extreme  contraction  of  the  pupils  gives  a  clue,  as  a  general  rule, 
and  If  opium  has  been  used,  the  breath  often  has  the  characteristic 
odor. 

The  treatment  of  acute  morphine  or  opium  poisoning  should  consist 
in  removing  the  poison  from  the  body  and  in  guarding  against  failure 
of  the  respiration. 

The  first  object  is  best  attained  by  washing  out  the  stomach  with 
the  stomach  tube,  as  emetics  generally  fail  when  morphine  has  been 
absorbed  owing  to  the  depression  of  the  centre.  Even  when  morphine 
has  been  injected  hypodermicaUy,  gastric  lavage  may  have  some  value 
as  some  of  the  poison  is  excreted  into  the  stomach.  Water  should  be 
used  to  wash  out  the  stomach;  dilute  potassium  permanganate  solution 
has  been  advised,  but  tends  to  oxidize  the  gastric  mucous  membrane 
rather  than  the  morphine.  A  sharp  purge  may  be  given  to  remove  the 
morphine  excreted  into  the  bowel  and  also  to  promote  excretion  by 
irritating  the  mucous  membrane* 

In  morphine  poisoning  the  danger  is  failure  of  the  respiratory  centre. 
Tills  may  be  combated  by  the  use  of  respiratory  stimulants  of  which  the 
best  is  caffeine  (often  given  in  the  form  of  hot  coffee).  Strychnine  has 
iJso  an  antagonistic  action  to  morphine  and  may  be  injected.  And 
Atropine  has  been  used  to  increase  the  excitability  and  appears  to  be  of 
value  in  small  quantities;  but  not  more  than  -^^  grain  should  be  used 
as  larger  amounts  tend  to  weaken  the  respiration.  Caffeine  is  safer 
and  is  at  least  as  efficacious  in  arousing  the  depressed  centre* 

Besides  increasing  the  excitability  of  the  centre  by  these  drugs,  the 
normal  stimulus  may  be  augmented.  Thus  respiration  may  be  aroused 
reflexly  from  the  skin  by  dashing  cold  water  on  it*  or  by  irritating  it 
with  tlie  electric  current,  or  by  flicking  it  with  wet  cloths.  But  the  chief 
normal  stimulus  of  the  respiratory  centre  is  the  carbonic  acid  of  the 
blood,  and  an  attempt  should  be  made  to  increase  this  and  thus  to  pro- 
mote the  aeration.  This  may  be  attained  by  keeping  the  patient  in 
motion  ns  far  as  is  possible,  in  order  that  the  muscles  may  supply  COj, 
but  as  this  may  have  to  be  done  for  several  hours,  it  entails  great  fatigue 
both  for  patient  and  attendant.  A  more  rational  method  of  enriching 
the  blood  with  COj  would  be  to  allow  the  patient  to  breathe  air  con- 
taining 7-10  per  cent,  of  the  gas,  which  might  be  kept  in  readiness  in 
the  hospitals  where  opium  poisoning  is  often  encountered. 

Finally,  if  the  respiration  fails  in  spite  of  these  measures,  artificial 
respiration  must  be  employed  and  continued  as  long  as  the  heart  beats. 
Cases  of  recovery  from  enormous  doses  of  morphine  are  recorded  in 
which  artificial  respiration  was  maintained  for  many  hours. 

Chronic  Opium  or  Morphine  Poiaomng  is  a  not  infrequent  condition, 
and,  unfortunately*  seems  to  be  increasing  rapidly.  Among  Eastern 
nations,  especially  in  China  and  India,  opium  is  smoked,  and  some  of 
the  morphine  is  carried  over  in  the  smoke  and  absorbed  from  the 
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respiratory  tract.  This  habit  is  rare  in  European  peoples,  among 
whom  the  drug  Is  taken  by  the  mouth,  generally  in  the  form  or  lauda- 
num or  of  pills,  or  is  injected  hypodermically  as  morphine  hydro- 
chloride or  sulphate.  Of  the  three  methods  the  first  seems  to  be  the 
least  harmful,  for  in  some  parts  of  China  the  majority  of  the  adult 
population  seems  to  indulge  in  it  without  the  serious  results  which  are 
met  with  in  the  Western  opium-eaters  and  morphinomaniacs.  This 
result  may  be  due  in  part  to  race,  or  to  the  fact  that  the  opium-smoker 
never  attains  to  the  immense  doses  taken  daily  in  the  cases  of  the 
habit  met  w  ith  in  Europe  and  America.  In  the  beginning  the  quantity 
used  is  small,  but  as  tolerance  is  attained,  ever  larger  quantities  are 
required  to  produce  any  effect^  until^  as  De  Quincy  states  in  his 
"  Confessions  of  an  Opium-eater,"  320  grains  of  opium  may  be 
required  to  stay  the  craving.  The  effects  are  generally  described  as 
stimulant,  but  it  seems  possible  that  they  consist  rather  in  depression 
of  the  sensibilityj  by  which  the  unfortunate  patient  becomes  uncon- 
scious of  the  miseries  of  his  condition,  and  may  accordingly  be  able  to 
perform  his  duties  and  maintain  appearances  better  than  when  de- 
prived of  the  poison.  The  symptoms  of  the  opium  habit  are  exceed- 
ingly indefinite,  and  the  diagnosis  is  often  almost  impossible.  The 
statements  of  the  patient  ought  not  to  be  taken  into  consideration, 
because  these  unfortunates  seem  to  have  lost  all  idea  of  honor  and 
truthfulness.  As  a  general  rule  they  are  nervous,  weak  in  character 
and  wanting  in  energy,  and  utterly  unfit  for  work  unless  when  sup- 
plied with  the  drug.  The  pupils  are  often  contracted,  the  heart  some- 
times irregular,  and  tremors  and  unsteadiness  in  walking  may  be 
apparent.  The  appetite  is  bad  and  a  considerable  loss  in  weight  occurs, 
and  the  movements  of  the  bowels  are  irregular,  constipation  alternating 
with  diarrhoea.  Eventually  melancholia  and  dementia  may  follow 
the  prolonged  use  of  opium,  and  especially  of  morphine.  Some  continue 
the  habit  for  many  years,  however,  and  it  would  seem  with  comparative 
immunity.  If  morphine  is  injected  habitually,  evidence  may  be  ob- 
tained from  the  small  needle  marks  on  the  front  of  the  body,  which  often 
give  rise  to  multiple  abscesses  of  small  size  from  carelessness  in  the 
disinfection  of  the  syringe.  When  other  evidence  fails,  it  may  be  neces- 
sary to  give  a  moderate  dose  disguised  in  some  unusual  way  and  to 
observe  if  it  induces  sleep;  in  habitual  users  the  ordinary  dose  will  have 
little  or  no  effect. 

The  treatment  of  chronic  morphine  poisoning  is  not  very  promising. 
The  will  and  self-control  w^ould  seem  completely  paralyzed  in  many 
cases,  and  although  the  patient  wishes  to  be  freed  from  his  enemy,  he 
seems  utterly  unable  to  withstand  the  craving.  The  only  means  of 
treatment  w^hich  promises  success  in  most  cases  is  the  strict  regime 
of  an  asylum  or  retreat,  w^here  the  patient  is  kept  under  constant 
supervision,  The  immediate  removal  of  the  drug  often  produces  such 
intense  misery  and  depression  as  to  seem  actually  dangerous;  but  the 
withdrawal  ought  not  to  be  too  gradual,  and  ought  to  be  complete 
after  two  or  three  weeks  at  the  most.    The  patient  has  to  be  watched 


carefully  for  long  after  he  has  appareotJy  recovered,  as  relapses  are 
exceedingly  common. 

The  morphine  habit  has  often  been  combated  by  the  substitution  of 
other  drugs,  such  as  cocaine^  but  the  result  generally  has  been  that  a 
new  and  even  more  dangerous  habit  has  been  substituted  for,  or  often 
merely  grafted  on,  the  original.  Numerous  drugs  have  been  proposed 
for  the  cure  of  morphinomania,  but  none  of  them  seems  to  have  the 
slightest  efTect- 

Bibliography. 

The  literature  of  optum  is  90  Immeape  tbm  oixly  a  few  of  the  more  important  pb«r- 
mAPologic&t  papers  can  be  mentiaaed  here. 

CL  Bernard.    Le^os  aur  lea  AiuesthesiqueB  et  but  Taaphyxie.   Puis,  1&7B. 

OtcheidUn.    Untersuchungen  sua  dem  phyv.  L»b,  bu  Wurvburg.  a,  p.  I, 

F%Uhn«,    Arch.  f.  exp.  Path.,  x,  p.  442;  xi,  p.        PfitliteT's  Arch..  Ixii,  p.  201. 

Lomra.    PflQger**  Arohiv,  xlvii,  p.  601. 

V.  Sehroadtr,    Arch.  f.  exp.  Path.  u.  PhArm^,  xvii,  p<  96, 

Wilkowahi,    Arch.  f.  eip.  Path.  u.  PhArtn.,  vii,  p.  247* 

AU.    Beri.  klin.  Woch.,  ISS9,  p.  660. 

Stockman  and  DoU.  Ptoc  Boy.  Sw,  EdinbufRb,  1890.  BriU^b  Mescal  Journal, 
1890,  ii.  p.  ISQ,  and  ISgi.  i.  p,  157. 

Encti.    Arch,  f.  exp.  Path.      Pharm,^  xxvii,  p.  419.  (Protopioe,) 

Rheintr.    Tberap,  Motiiitsch,,  lgS9,  p.  393.  (Codotne.y 

i>ruer.    Ibid,.  1808,  p.  509, 

Stunb^,    Arch,  de  Fhaj-mapodyriM  iv,  p,  325* 

WmUmUt,    PdQeer's  Arch,,  lux,  p.  344, 

BitQtL    ZUcbr.  1.  kJin.  Med.,  il,  p.  347. 

ffotttL    Ibid,,  xlix.  p.  1. 

Bathford.    Arch.  ioUirtiat.  de  Phartnaoodya.,  viUi  p,  911* 
FatM.    Arch.  f.  ezp.  Path.  u.  Pharm.^  xlir^  p.  217. 
CImHo.    Ibid,  I,  p.  453. 
Bmtwia,    Ibtd..  1,  p.  353.  (Codeine.} 
R^samtn.    Ibid..  Ux.  p.  227. 

JUacOuiffan  and  Roaa.    Journ.  of  Ph«Tn.  and  Exp,  Ther.,  viX,  p.  3&6. 

MoffnuM.  Ergebtiiue  d.  Pbyaiol.,  i.  2,  p.  437  {RcapLrfttion);  11,  2,  p.  G57  (loteatiQal 
Action).  I^ttger'a  Arch.,  cxv,  p.  31&;  cxxii,  p.  251;  cxxux,  p.  31B  tPadtberg):  clii,  p.  327 
(Takahaabi}. 

HaU,    Amer.  Joum.  of  Phya.,  xxLii,  pp.  389,  408^ 

Kanfmann.    Ztachr  f.  Idtn.  Med.,  xlviii,  p.  260. 

p.  Effnumd,    Arch.  f.  exp.  Path.  u.  Pharm.,  Lxt,  p.  107- 

Stra^.    Biochem.  Ztachr..  xli,  p.  410;  xlii,  p.  31&. 

Cuahnu-    Joum.  of  Pharmacol,  and  Exp.  Ther.»  iv,  p.  363. 

Machi.    Journ.  of  PhariD.  and  Exp,  Ther..  vii.  p.  330;  viii.  p.  I:  ix,  pp.  121,  197,  2S7. 
Barhattr.    Ibid.,  vii.  pp.  529.  547. 
Myen.    Ibid.,  vi.  p.  601:  vui,  p.  417. 
Lano^,    Biocheuj.  Ztscbr,,  xlv^  p.  221. 
ZahU.    Therap.  MoaaUh,,  1013,  p.  40S. 
Ht9M  u.  Neukirch.    Arch.  t.  d.  gea,  Phyaiot.  cli.  p.  300. 
Jaekton,    Journ.  of  Pharmacol,  aiid  Exp.  The;,,  vi.  p.  57. 

Minor  Drugs  of  the  Opium  Series, 

la  some  other  members  of  ibe  poppy  family  (Papaver&ces)*  alk&loida  are 
found  which  bear  a  close  reaemblance  to  those  of  opium.  Th^  ore  Ckeli- 
tkmirUf  a-^  ^  and  }-Homochelid(mi7^y  Chelerythrine  and  Sanguinarine:  Frolo- 
pine  in  also  found  in  a  number  of  other  papaveraceae.  These  alkaloids  are 
met  with  in  very  small  quantities  in  various  plants,  of  which  Sanguinjma 
Canadensie  (Bloodroot)  and  Cbeltdonium  majua  (Celandine)  are  the  best 
known. 

Ch^idi>nin€  and  a~fiomoehetidontn«  resemble  morphine  in  their  effects  on 
(he  central  nervoua  system,  but  have  even  leaa  Btimulant  effect.  In  the  frog  no 
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seooodary  incre&se  in  the  reftex  imtobUity  ia  produced,  but  m  aome  loammab 
a  slight  stimuUtion  of  the  spinal  cord  ooay  be  cauaed.  They  hare  the  same 
eCTect  as  protopine  and  cryptopioe  on  the  nerve^nda  and  heart,  and  like  theoi 
produce  laaeosibilit^  ol  the  skin  and  coraea  when  applied  locally^  through 
par&lyziDg  the  termmationa  of  the  secfiory  nen'es.  The  heart  is  slowed,  partly 
owiDg  to  stimulation  of  the  inhibitory  centre  in  the  medulla,  and  partly  through 
direct  action  on  the  cardiac  muscle.  Chelidonine  redticea  the  activity  of 
unstriated  mufick  especially  that  of  the  bronchi  and  intestitie,  atid  haa  been 
advised  ia  the  treatment  oi  colic.    (Dose  0.1-0.2  G.). 

Sanffuinarine  haa  very  httle  depressant  action*  but  causes  tetanus  and  wild 
excitement^  so  that  a&  far  as  its  action  on  the  central  nervous  e>'dtem  is  con* 
cemed^  it  deserves  a  place  between  codeine  and  thebaine  of  the  morphine 
aeries.  It  possesses  the  same  peripheral  action  hE  protopine^  however,  and 
the  heart  ia  slowed  through  direct  affection  of  the  muscle.  SangiiinanDe  para- 
lyzes the  peripheral  serjsory  endings  when  applied  locally,  but  this  paralysis 
ia  preceded  by  a  stage  of  i^rritation.  It  cauaes  violent  peristalsis  of  the  bowel, 
and  increaaea  the  secretion  of  aahva. 

^-homochdidonim  reserablea  protopiae  and  cryptopine  cloaely  in  its  effects, 
cauaing  the  aame  stimulation  of  the  lower  parts  of  the  brain  with  very  alight 
effects  on  the  intellectual  powers,  slowing  th&  heart  throug;h  its  muscular  action 
and  paralyzing  the  sensory  terminations. 

Chelerythnne  paralyzes  the  central  nervous  system  w^ithout  any  preliminary 
increase  in  the  reflex  irntabiiity^  possesses  the  peripherfil  action  of  prot^pine 
and  cryptopine,  and  first  irTitat>cs^  and  then  paralyzes  the  sensory  terminations. 

None  of  the  plants  containing  theae  alkaloids  have  been  used  to  any  g^eat 
extecit,  although  Sangtilnaria  Canadenaia  was  formerly  occasionally  prescribed 
aa  a  nauseating  expectorant  and  emetic. 

AnhaloniuiiL— A  number  of  alkaloids,  some  resembling  morphine,  others 
like  stryclinine  In  their  effects  on  animala^  have  been  isolated  from  dif- 
ferent members  of  the  Anhalonium  genus  (Fam.  Cactaceie}.  In  Mexico,  and 
along  the  southern  boundary  of  the  United  States,  where  those  plants  are 
indigenous,  some  of  them  are  used  as  narcotics  in  the  religious  rites  of  the 
Indiana  and  are  known  aa  Pellote,  Peyotl,  or  Muscale  or  Mezcal  Buttons. 
The  symptoma  arise  for  the  moat  part  from  the  cerebrum  and  differ  from  those 
of  opium  and  cannabis  indica  in  the  frequency  with  which  color  visions  are 
induced,  these  consisting  in  constantly  shifting  flashes  of  brilliant  tinta,  Mezcai 
eating  does  not  induce  merriment  like  cannabis  nor  sleep  Uke  morphine,  but 
depression  of  some  functions  ia  indicated  by  the  imperfect  coordination  of  the 
movements,  the  retarded  perception,  and  the  errors  in  the  estimation  of  time. 
The  exaltation  seems  to  be  caused  for  the  most  part  by  one  of  the  alkaloids, 
mezcaline.  Very  lar^e  doses  have  induced  uopleasant  symptoms  through 
depression  of  the  respiration.  Anhalonium  and  pellotine,  one  of  its  alkaJoida^ 
have  been  used  as  narcotics  in  a  few  cases  of  insomnia. 
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m.  CANNABIS. 

The  hetnp  plant  possesses  no  pharmacological  interest  when  grown 
in  temperate  regions,  but  when  cultivated  in  warm  clitnates  as  in 
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India,  Eg>'pt  or  the  southern  United  States,  it  develops  products 
which  induce  tnarked  derangement  of  tlie  central  nervous  system. 
The  Indian  plant  was  formerly  supposed  to  be  a  distinct  species,  but 
differs  so  little  from  the  European  form  that  botanists  now  consider 
them  merely  varieties.  The  old  name  of  Cannabis  Indica  has,  how- 
ever, been  retained  in  medicine.  Its  introduction  into  Western  medi- 
cine dates  only  from  the  beginning  of  last  century,  but  it  has  been 
used  as  an  intoxicant  in  Asiatic  countries  and  in  Africa  since  unknown 
time,  and  under  the  names  of  Hashish,  Bhang,  Ganja,  Charas  or 
ChujTus,  is  habitually  indulged  in  by  some  one  or  two  hundred  mii- 
lions  of  mankind.  Some  of  the  preparations  are  smoked  either  alone 
or  mixed  with  tobacco;  others  form  an  intoxicating  drink,  while  in 
others  it  is  mixed  with  sugar  or  honey  and  taken  as  a  confection. 

The  active  principle  of  Indian  hemp  haa  been  found  by  Wood,  Spivey  and 
Easterlield  to  be  a  red  oil  or  re&iB  boiling  at  a  high  temperature,  which  they 
term  Cannabinol;  this  waa  found  by  Marshall  to  induce  the  typical  effects  oC 
cannabis  in  man  and  animals.  Fr^nkel  states  that  cannainol  is  a  phenolalde- 
hyde  of  the  formula  OH.C,aH»C0H. 

Symptoms. — The  effects  of  cannabis  indica  are  chiefly  due  to  the 
changes  in  the  central  nervous  system,  in  which  it  induces  a  mixture 
of  depression  and  stimulation  similar  to  that  seen  occasionally  under 
morphine.  Its  action  is  much  less  constant,  however,  and  seems  to 
depend  very  largely  on  the  disposition  and  intellectual  activity  of  the 
individual.  The  preparations  used  also  vary  considerably  in  strength, 
and  the  activity  of  even  the  crude  drug  seems  to  depend  very  largely 
on  the  climate  and  season  in  which  it  is  grown,  so  that  great  discrep- 
ancies occur  in  the  accounts  of  its  effects.  Soon  after  its  administra- 
tion, the  patient  passes  into  a  dreamy,  semi-conscious  state,  in  which  the 
judgment  seems  to  be  lost,  while  the  imagination  is  untrammeled  by 
its  usual  restraints.  The  dreams  assume  the  vividness  of  visions,  are 
of  boundless  extravagance,  and,  of  course,  vary  with  the  character  and 
pursuits  of  the  individual.  In  the  eastern  races  they  seem  generally 
to  partake  of  an  amorous  nature.  The  true  believer  sees  the  gardens 
of  paradise  and  finds  himself  surrounded  by  troops  of  houris  of  un- 
speakable beauty,  while  the  less  imaginative  European  finds  himself 
unaccountably  happy  and  feels  constrained  to  active  movement,  often 
of  a  purposeless  and  even  absurd  character.  Ideas  flash  through  the 
mind  without  apparent  continuity,  and  all  measurement  of  time  and 
space  is  lost.  True  halluncinations  may  appear,  but  are  often  absent, 
the  chief  features  of  the  action  being  merriment,  comfort,  well-being, 
and  self-satisfaction.  Often  less  pleasant  thoughts  obtrude  themselvra, 
however,  such  as  the  fear  of  impending  death  or  of  some  imminent, 
indefinite  danger.  During  this  period  the  consciousness  is  not  entirely 
lost,  for  the  patient  often  feels  that  his  dreams  are  unreal,  his  satis- 
faction unfounded  and  his  movements  ridiculous,  but  he  cannot  restrain 
them;  he  can  give  a  coherent  account  of  his  condition  when  aroused 
and  answers  questions  intelligently.   The  sensation  of  pain  is  lessened 


2M  SUBSTANCES  ACTING  AFTER  ABSORPTION 


or  entirely  absent,  and  the  sense  of  touch  is  less  acute  than  noriualij'. 
Ijater  the  dreams  alternate  with  periods  of  complete  unconsciousness, 
from  which  the  patient  can  be  aroused  easily,  and  the  symptoms 
eventually  pass  into  tranquil  sleep,  from  which  he  awakens  refreshed, 
andi  as  a  rule,  without  an}'  feeling  of  depression  or  nausea.  In  the 
majority  of  cases  the  preliminary  stage  of  exaltation  is  very  short  or 
entirety  absent  in  Europeans,  the  first  effects  of  the  drug  often  being 
heaviness,  drowsiness,  noises  in  the  ears  and  numbness  of  the  extrem- 
itieSt  which  pass  into  deep  sleep.  According  to  Dbcon,  the  drug  is 
much  more  exhilarating  when  inhaled  than  when  swallowed,  and  this 
may  account  for  some  of  the  variations  in  its  action.  In  some  cases, 
acute  mania  and  convulsive  attacks  have  been  developedi  and  among 
the  natives  of  India  catalepsy  occasionally  occurs. 

In  animals  the  effects  of  cannabis  indica  seem  to  resemble  those  in 
man  and  present  the  same  marked  variations;  a  stage  of  exaltation 
with  increased  movement  is  sometimes  present  and  is  followed  by 
depression,  lassitude,  and  sleep.  The  reflex  excitability  is  first  increased 
and  then  diminished  in  frogs.  Vomiting  is,  often  induced  in  dogs  and 
catSj  but  cannabis  indica  differs  from  opium  in  producing  no  disturb- 
ance of  the  digestion  and  no  constipation.  The  heart  is  generally 
accelerated  in  man  when  the  drug  is  inhaled;  the  intravenous  injection 
in  animals  slows  the  pulse  partly  through  inhibitory  stimulation  and 
partly  through  direct  action  on  the  heart  muscle.  This  action  on  the 
heart  is  stated  by  Dixon  to  be  the  cause  of  death  after  poisonous 
quantities,  for  he  found  the  respiration  persist  for  some  seconds  after 
standstill  of  the  heart.  The  pupil  is  generally  somewhat  dilated. 
Polyuria  is  stated  to  occur  in  dogs,  in  which  cannabinol  appears  to  be 
excreted  by  the  kidneys  in  combination  with  glycuronic  acid  (Prankel). 

Death  from  acute  poisoning  is  extremely  rare,  and  recoverj'^  has 
occurred  after  enormous  doses.  The  continued  abuse  of  hashish  in  the 
East  sometimes  leads  to  mania  and  dementia,  but  does  not  cause  the 
3ame  disturbance  of  nutrition  as  opium,  and  the  habitual  use  of  small 
quantities,  which  is  almost  universal  in  some  Eastern  peoples,  does  not 
seem  detrimental  to  them,  although  among  Europeans  it  might  possibly 
be  as  fatal  as  that  of  morphine.  Some  tolerance  is  rapidly  acquired. 

Pheparationb. 

Cannabis  (U.  S.  P.,  B.  P.)i  Indian  hemp,  the  flowering  tops  of  the  female 

plant  of  Cannabis  sativa  (hemp). 

Sztractum  Cannt^is  {V.  S.  P.,  B,  PJ,  0.01  G.  (i  gr):  B.  P..  irl  gr 
TmCTuKA  CcvNADis  IsoicjB  tU.  S-  P.,  B,  P.),  0.75  mil  (12  mins.);  P., 

5-15  mind. 

The  preparations  vary  extremely  in  streo^h  and  many  are  entirely  inert, 
especially  when  they  have  been  kept  some  time.  The  U.  S.  F.  requires  thsm 
to  be  tested  biologically,    (See  p.  43.) 

Tharap^atic  Uaea.^ — Cannabis  indica  is  used  as  a  hypnotic  in  cases  of 
sleeplessness  from  nervous  exhaustion  and»  less  often,  from  pain.  It 
13  not  nearly  so  reliable  as  opium^  and  in  fact  produces  sleep  in  only 
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about  50  per  cent,  of  the  cases^  according  to  some  authors.  On  the 
other  hand,  it  does  not  disturb  the  digestion  and  prwluces  no  subse- 
quent nausea  and  depression,  and  may  therefore  be  employed  in  some 
cases  in  which  opium  is  contra-indicated*  It  is  of  use  In  some  cases  of 
migraine,  and  has  been  prescribed  as  a  substitute  for  opium  in  mental 
diseases. 
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IT.  BROMIDES. 

It  was  formerly  widely  believed  that  the  bromides  had  no  further 
action  than  the  chlorides,  and  that  an}''  effects  observed  from  potas- 
sium bromide  were  due  to  the  potassium  ion^  the  bromide  ion  being 
indifferent.  There  is  now  no  question,  however,  that  the  bromides 
have  distinctive  effects,  for  all  bromides  induce  changes  in  the  central 
nervous  system,  which  are  not  elicited  by  the  chlorides.  The  bromide 
of  potassium  is  the  salt  most  generally  used. 

Symptoms, — The  local  action  on  the  alimentary  tract  is  the  same  as 
that  of  sodium  chloride  and  other  salts;  the  bromides  have  a  bitter 
salt  taste  and  induce  salivation  and  tliirst,  and  in  large  quantities 
irritation  of  the  stomach,  nausea,  and  vomiting.  Ocasionally  diarrhcea 
has  been  observed  from  concentrated  solutions  reaching  the  intestine. 

General  Symptoms. — Apart  from  these  results  of  local  irritation,  the 
first  symptom  is  often  a  dull,  heavy  headache,  with  a  feeling  of  lassi- 
tude, fatigue,  disinclination  for  exertion,  mental  or  physical,  and  often 
muscular  weakness.  Thought  is  slow  and  confused,  the  memory  is 
indistinct,  ideas  are  put  into  words  with  difficulty  and  the  speech 
is  accordingly  slow  and  hesitating.  *  External  objects  and  movements 
are  perceived,  but  arouse  no  interest  in  the  patient,  and  very  often 
this  state  of  apathy  passes  into  drowsiness  and  sleep-  The  bromides, 
however,  have  not  the  sleep-compelling  power  of  morphine  or  chloraJt 
and  the  sleep  is  never  very  deep  and  is  not  refreshing,  the  patient 
sometimes  feeling  dull  and  unfit  for  exertion  after  it,  and  some 
mental  confusion  often  persisting  for  several  hours  after  waking. 
The  reflexes  are  much  depressed  by  large  doses  of  bromide,  so  that 
touching  the  back  of  the  diroat  does  not  induce  nausea,  although  the 
sensation  of  touch  may  persist.  The  mucous  membranes  of  the 
geoito-urinary  tract  are  also  less  sensitive,  or  rather  their  irritation 
is  less  liable  to  set  up  reflex  movements,  .\fter  very  large  doses  of 
the  bromides  the  conjunctiva  may  sometimes  be  touched  without 
causing  winking,  and  lessened  sensation  in  the  skin  has  been  noted 
in  some  cases.  The  pulse  and  respiration  are  slower  than  usual  after 
large  doses,  but  scarcely  more  so.  than  in  sleep.  An  increase  in  the 
urine  is  often  obsened. 
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Acute  fatal  poisoning;  with  bromides  has  seldom  or  never  occurred 
in  nian^  but  after  enormous  doses  prolonged  sleep  or  stupor  has  been 
seen,  and  confusion  antJ  apathy  lasting  for  several  days, 

When  bromide  is  piveii  repeatedly  in  large  doses,  a  series  of  s>'Tnp- 
toms  h  often  induced  to  which  the  name  of  Bromism  has  been  applied. 
It  occurs  much  more  rapidly  in  some  persons  than  in  others,  and  may 
suddenly  appear  after  tlie  patient  has  been  taking  the  drug  for  months 
without  any  untoward  results.  The  commonest  symptoms  of  bromism 
are  skin  eruptions  of  various  kinds,  very  often  commencinjj  as  acne 
of  the  face.     In  severe  cases  the  pustules  of  acne  may  coalesce  and 

form  small  abscesses,  which  are  fol- 
Fiu-  IS  lowed  by  ulcers.     In  other  cases 

the  skin  affection  partakes  rather  of 
the  nature  of  a  hjcalized  blush  or 
erythema  and  sometimes  copper- 
colored  blotches  have  been  observed. 
Some  diMurhance  of  ike  digestion 
and  loss  of  appetite  is  often  met 
with  from  the  local  action  of 
large  quantities  of  the  salt  on  the 
stomach.  Affections  of  the  respir- 
atory pu^sage^  are  not  produced  so 
often  by  the  bromides  as  by  the 
iodides,  but  have  been  met  with,  and 
consist  in  an  increased  secretion  of 
mucus  by  the  bronchial  and  nasal 
epithelium.  The  mental  symptoms 
are  merely  exaggerations  of  those 
A  case  of  bromide  acme  in  a  child.        observed  after  One  large  dose.  The 

m  emory  is  especial  ly  d  ef ecti  ve, 
sometimes  sudden  lapses  occurring,  sometimes  a  general  inability  to 
remember  the  most  recent  events  being  met  with.  The  patient  is 
indifferent  to  his  surroundings^  speaks  slowly  and  stammers,  mispro- 
nounces ordinary  words  or  misses  several  words  out  of  a  sentence^ 
The  gait  is  uncertain  and  tremor  often  accompanies  any  movement, 
the  expression  of  the  face  is  stupid  and  apathetic,  and  the  eyes  are 
h^avy  and  lack  lustre. 

These  symptoms  generally  disappear  on  the  withdrawal  of  the  drug^ 
but  in  liis  reduced  condition  the  patient  is  liable  to  fall  a  victim  to 
infectious  disease,  and  in  a  number  of  cases  of  chronic  bromide  poisouing 
the  immediate  cause  of  death  has  been  an  attack  of  bronchitis  or  pneu- 
monia. 

Action. — ^The  effects  of  the  bromides  on  animals  can  be  examined  only 
by  the  use  of  sodium  bromide,  as  when  the  potassium  salt  is  used,  the 
action  is  complicatetl  by  the  presence  of  potassium  efTects,  which 
are  often  sufficient  to  obscure  the  slight  depression  of  the  brain  which 
is  the  reidly  characteristic  effect  of  the  bromide  ion.  Jn  the  frog,  for 
example,  potassium  chloride  is  capable  of  inducing  depression  of  the 


central  nervous  system,  and  the  slightly  greater  depression  induced 
by  the  bromide  may  well  be  overlooked;  it  appears,  however,  that 
bromides  have  very  little  true  depressant  action  on  the  frog.  The 
typical  bromide  action  may  be  induced  with  greater  clearness  in  matnmals 
by  the  use  of  sodium  bromide  in  repeated  doses,  and  in  dogs  symptoms 
of  depression  and  imperfect  coordination  have  been  observed,  and  some- 
times stupor  and  death  from  failure  of  the  respiration;  the  symptoms 
of  central  nervous  depression  can  be  elicited  by  a.  single  large  dose  in 
the  guinea-pig — lethargy,  incoordination  of  movements,  deep  sleep 
passing  into  coma  and  often  ending  in  death.  The  most  characteristic 
action,  however,  is  obtained  from  the  administration  of  the  drug  to 
patients,  as  the  afTection  of  the  central  nervous  system  Is  so  slight 
after  all  but  extreme  doses,  that  in  order  to  produce  distinct  sj,  mptoms 
in  the  less  sensitive  animals,  quantities  must  be  used  which  entail  the 
additional  complications  induced  by  salt-action. 

The  irritation  of  the  throat  and  stomach,  the  nausea,  vomiting  and 
rarer  diarrhoea  must  be  attributed  for  the  most  part  to  the  action  of 
the  salt  in  withdrawing  fluid  from  the  mucous  membranes,  and  may 
be  avoided  by  the  use  of  dilute  solutions  and  by  their  administration 
when  the  stomach  is  full. 

The  depression  and  other  mental  sjinptoms  are  due  to  a  direct 
action  on  the  Central  Nervous  System.  Albertoni  found  that  the  irri- 
tability of  the  motor  areas  of  the  dogs  brain  was  very  distmctly 
reduced  by  the  administration  of  bromides,  and  in  particular  that  a 
stimulus  which  normally  would  have  spread  over  a  wide  area  and 
given  rise  to  an  epileptiform  convulsion,  caused  only  localized  con- 
tractions after  bromides,  while  convulsive  poisons  entirely  failed  to 
act.  Loewald  found  some  psychical  processes,  such  as  those  involved 
in  the  addition  of  numbers,  uninfluenced  by  bromides,  while  a  series 
of  figures  could  be  learned  by  rote  only  with  great  difficulty;  he  there- 
fore considers  that  the  action  is  limited  to  certain  definite  functions. 
The  reflexes  are  also  reduced  very  considerably  by  bromides,  and 
according  to  many  observers  the  passage  of  impulses  from  the  sensory 
to  the  motor  cells  of  the  cord  is  interrupted,  while  the  connection 
between  the  cerebral  centres  and  the  motor  cells  of  the  cord  is  main- 
tained intact.  In  man  the  most  striking  instance  is  the  absence  of 
reflex  nausea  when  the  back  of  the  throat  is  touched.  While  reflex 
movements  cannot  be  elicited^  the  sensation  often  remains  unimpaired, 
but  after  large  doses  a  more  or  less  complete  anesthesia  is  said  to  be 
produced,  This  anEesthesia  extends  to  the  skin  when  very  large  quan- 
tities are  administered,  and  the  cutaneous  sensation  is  said  to  be  blunted 
when  comparatively  small  doses  are  taken;  the  action  is  purely  central, 
the  peripheral  sense  organs  remaining  unaffected. 

The  respiration  is  slower  under  bromides,  owing  to  the  lessened 
movement,  but  is  scarcely  more  reduced  than  in  normal  sleep.  The 
sexual  instincts  are  depressed  or  entirely  suspended,  either  from  the 
action  on  the  brain  or  from  the  lessened  reflex  activity. 

The  bromiile  ton  is  almost  as  indifferent  to  most  of  the  tissues  as  the 
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chloride;  for  example,  mtiBcle  and  nerve  live  almost  as  long  in  solutions 
of  sodium  bromide  as  in  those  of  the  chloride  of  equivalent  concentration. 
The  heart  may  be  perfused  with  saline  containing  bromide  instead  of 
chloride  for  many  hours  and  is  only  slightly  affected.  When  bromides 
are  given  by  the  mouth,  the  heart  is  not  affected;  potassium  bromide 
injected  intravenously  in  animals  is  poisonous  to  the  lieart  as  are  the 
other  potassium  salts,  but  potassium  bromide  taken  by  the  month 
has  no  effect  on  the  heart.  The  vessels  of  the  pia  mater  have  been 
observed  to  be  contracted  under  the  bromides,  but  not  more  than  in 
normal  sleep,  and  this  anaemia  of  the  brain  is  the  result,  not  the  cause 
of  the  depression.  The  temperature  is  often  reduced  in  animals  under 
bromides  from  the  lessened  movement  and  consequent  lessened  produc- 
tion of  heat. 

The  skin  eruptions  arise  in  the  great  majority  of  cases  from  the 
gLandsj  and  in  fact  generally  remain  confined  to  them.  liromide  has 
been  found  in  the  acne  pustules^  but  the  old  view  that  the  acne  is  due 
to  bromine  being  freed  in  the  glands  is  undoubtedly  incorrect. 

Distribution  and  Excretion. — The  bromides  are  rapidly  absorbed  by 
the  mucous  membranes,  and  some  bromide  reaction  can  be  obtained 
from  the  urine  a  few  minutes  after  they  have  reached  the  stomacJi. 
Their  distribution  in  the  body  resembles  exactly  that  of  the  chloride; 
thus  they  are  found  in  largest  amounts  in  the  blood  plasma  and  liave 
little  tendency  to  accumulate  in  the  organs.  They  occur  in  alt  the 
secretions  and  fluids  of  the  body;  they  may  be  found  in  the  form  of 
hydrobromic  acid  in  the  stomach,  and  traces  are  found  in  the  sweat 
and  milk  and  in  the  hair,  where  cliloride  occurs  naturally.  The  brain 
and  spinal  cord  do  not  contain  larger  quantities  than  the  other  organs 
ftTifl  never  approach  the  amount  contained  in  the  blood  pUisma;  the 
skin  appears  to  contain  a  larger  amount  than  most  other  organs. 

The  whole  behavior  of  the  bromides  in  the  body  indicates  that  most  o£ 
the  tissues  are  unable  to  differentiate  them  from  the  normal  chloride  ions, 
and  react  to  a  dose  of  bromide  in  the  same  way  as  to  one  of  common 
salt.  Thus  the  administration  of  bromide  is  followed  by  the  excretion 
of  an  equivalent  amount  of  salt,  but  the  kidney  does  not  discrLminate 
between  the  two  forms  circulating  in  the  blood  but  eliminates  a  mixture 
of  chloride  and  bromide  exactly  in  the  same  proportion  as  these  occur 
in  the  blood.  If  it  were  possible  to  follow  the  course  of  the  individual 
ions  in  the  body  after  a  dose  of  common  salt,  it  would  probably  be 
founds  that  although  an  equivalent  amount  of  salt  is  soon  eliminated 
in  the  urine,  the  actual  chloride  ions  taken  would  only  be  represented 
in  this  excretion  to  a  limited  extent,  the  rest  being  furnished  by  that 
previously  present  in  the  blood  and  tissues;  the  rest  of  the  new  chloride 
would  gradually  be  elimiDated  in  diminishing  proportions.  This  is 
what  occurs  in  the  nearly  related  bromides;  at  first  the  amount  excreted 
bears  a  high  proportion  to  that  of  the  chloride,  but  this  falls  off  rapidly 
and  some  bromide  appears  in  the  urine  for  long  afterward.  Thug, 
after  a  single  dose  of  30"grs.  the  urine  was  found  to  contain  bromide 
for  two  months,  only  about  10  per  cent,  being  eliminated  in  the  first 


twenty-four  hours.  When  the  trealment  is  continued,  the  bromide 
therefore  tends  to  accumuJate  in  the  body,  but  the  proportion  excreted 
rises  with  the  increase  of  the  salt  in  the  blood,  untiJ  an  equilibrium  is 
reached,  exactly  as  much  bromide  appearing  in  the  urine  as  is  absorbed 
from  the  stomach.  The  excretion  then  continues  long  after  the  treat- 
ment is  discontinued. 

When  the  body  is  thus  saturated  with  bromide,  tlie  blood  plasma  and 
all  the  fluids  may  contain  as  much  bromide  as  chloride;  for  example, 
the  gastric  juice  may  contain  even  more  hydrobromlc  acid  than 
hydrochloric  acid.  The  bromides  are  not  simply  added  to  the  normal 
salts  of  the  blood,  but  supplant  the  chlorides,  which  are  excreted  in 
quantity,  so  that  the  normal  salt  concentration  of  the  blood  is  main- 
tained, though  the  chloride  is  much  diminished.  During  bromide 
treatment,  therefore,  and  especially  in  bromism,  not  only  is  there  an 
excess  of  bromide  in  the  body,  but  also  a  deficiency  of  chlorides,  and 
it  has  been  much  discussed  whether  the  symptoms  of  bromism  and  the 
sedative  effects  of  bromide  arise  from  the  action  of  the  bromide  directly, 
or  are  the  results  of  the  deficiency  of  chloride.  In  favor  of  the  latter 
view,  it  is  urged  that  the  bromide  action  is  elicited  more  readily  when 
the  chloride  of  the  food  is  lessened,  and  that  the  addition  of  chloride 
to  the  dietary  often  relieves  the  symptoms  of  bromism  and  on  the  other 
hand  restores  the  epileptic  seizures  which  have  disappeared  under 
bromide  treatment.  And  Loeb  finds  that  certain  fish  are  depressed  in 
bromide  solution  but  remain  normal  if  chloride  is  added.  But  all 
of  these  observations  may  be  explained  by  the  acknowledged  fact  that 
the  administration  of  chloride  promotes  tlie  excretion  of  bromide  and 
thus  lessens  the  concentration  of  bromide  in  the  fluids  of  the  body. 
And  on  the  other  hand  it  is  found  that  animals  may  be  narcotised  with 
bromide  quite  rapidly,  long  before  it  is  possible  that  a  serious  fall  in 
the  chlorides  of  the  blood  has  occurred.  So  that  the  bromides  appear 
to  possess  a  definite  action  on  the  nerve  cells,  quite  apart  from  the 
deficiency  in  clilorides*  In  practice,  however,  the  bromide  action  is 
accompanied  by  chloride  poverty  and  on  the  other  hand  any  excess 
of  chloride  reduces  the  concentration  of  bromide  and  thus  interferes 
with  the  treatment.  The  same  is  true  of  other  measures  which  tend 
to  withdraw  bromide,  such  as  the  use  of  diuretics. 

The  bromides  of  sodium^  potassium  and  ammonium  have  tdeniicai 
effects  in  man  when  given  by  the  mouth.  In  animals  when  they  arc 
injected  intravenously,  the  potassium  and  ammoniiun  bromides  may 
present  in  addition  the  action  of  the  potassium  and  ammonium  ions. 

Preparations. 
PoTASsn  Brohioum  (U.  S.  P.,  B.  R)  (KBr),  ] 

SoDU  BaoMiDUM  (U.  S.  R,  B.  R)  (NaBr),  1  G.  (15  giB.);  B,  R,  5-30 gre. 
Ammonii  Sromidum  (U.  S.  R,  B,  R)  (NH,Br).| 

The  bromides  are  all  colorless  crystalline  bodies  without  odor  but  with  a 
saline,  bitter  taste,  and  are  very  soluble  in  Wiiter.  They  are  almost  always 
prescribed  in  solution,  which  ntay  be  flavored  with  mms  aromatic  syrup;  they 
are  not  given  hypodermicaJly  owing  to  the  targe  dose  necessary. 
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A  number  of  other  bromide  corabixiatioDS  are  used  in  therapeutics^  such  as 
the  hydrobromide  of  quinine,  but  here  the  bromide  ion  is  present  in  very  small 
quantity  cojiipa*^  with  the  alkaloid^  and  in  the  doses  used  in  therapeutice 
hag  no  appreciable  effect.  In  monobromated  camphor  the  bromine  is  present 
in  a  different  form  and  no  bromide  ion  is  Uberated,  and  the  bromine  in  this 
compound  seems  to  have  little  or  no  eCFect,  Sabr&mitiej  the  dibrombehenate  of 
calcium  C  (CMHiiOiBr)),Ca),  has  been  introduced  as  a  substitute  for  the  alkali 
salta,  but  differs  from  them  in  being  stored  in  the  fatty  tissues  and  in  only  slowly 
freeing  the  bromide  ion.  It  has  not  been  proved  to  be  of  value.  Bromipin 
and  Bromeigon  and  other  bromine  compounds  have  not  proved  equal  to  the 
bromides  in  practice.  Strontium  bromide  and  hydrobromic  acid  are  quite 
superfluous. 

Therapeutic  Uses.— The  bromides  are  used  chiefly  in  the  treatment 
of  epilepsy,  in  which  they  cannot  be  replaced  by  any  other  drug,  and 
the  prognosis  of  which  has  been  entirely  changed  since  their  introduc- 
tion- In  a  few  cases  the  bromide  treatment  is  said  to  cure  epilepsy — 
the  attacks  do  not  return  after  the  treatment  is  stopped — but  this  is 
exceedingly  rare;  in  others  the  bromides  have  no  effect,  but  in  the 
great  majority  of  eases  (90-95  per  cent.)  the  number  of  attacks  is 
much  smaller,  or  the  patient  may  be  entirely  free  from  them  as  long 
as  the  treatment  is  persevered  with,  although  they  return  as  soon  as  it 
is  given  up.  In  one  large  epileptic  colony  it  was  fomid  that  when  no 
bromide  was  given  the  number  of  fits  per  patient  averaged  13,3  per 
month,  but  this  felJ  to  1,5  per  month  under  treatment  with  moderate 
doses  of  bromide  and  no  symptoms  of  bromism  were  seen;  larger  doses 
did  not  reduce  the  average  of  attacks  further,  but  caused  mental  dul- 
ness  and  acne.  Very  often  no  improvement  is  observed  during  the  first 
few  daj's,  until  the  tissues  have  become  saturated  with  bromide,  but 
in  other  cases  the  spasms  disappear  immediately.  In  severe  cases  it 
is  sometimes  found  that  the  bromide  action  is  strengthened  by  the 
addition  of  cannabis  indica,  opium  or  chloral,  although  the  last  two 
are  to^e  used  with  caution.  In  the  treatment  of  epilepsy  it  is  well 
to  begin  with  stnall  doses  and  to  increase  them  up  to  10  G.  per  day, 
or  until  the  desired  effect  is  attained,  or  some  complication^  such  as 
widespread  skin  affections,  precludes  then-  further  use.  When  little 
chloride  is  taken  in  the  food,  the  excretion  of  bromide  is  much  retarded, 
and,  on  the  other  hand,  the  addition  of  chloride  to  the  dietarj'  accel- 
erates the  bromide  excretion.  The  restriction  of  the  salt  in  the  food 
of  epileptics  under  bromide  treatment  has  therefore  been  suggested 
with  the  object  of  saturating  the  tissues  w  ith  smaller  doses  of  bromide 
than  would  otherwise  be  necessary.  In  practice,  however,  it  is  difficult 
to  reduce  materially  the  chlorides  of  the  food,  and  equally  satisfactory 
results  may  be  obtained,  with  less  hardship  to  the  patient,  by  slightly 
increasing  the  dose  of  bromide.  The  use  of  bromide  has  to  be  continued 
for  many  months  or  years  in  epilepsy  and  the  aim  should  be  to  reduce 
the  dose  to  the  lowest  efficient  one  and  to  maintain  tliis  without  variation. 
It  may  also  be  useful  to  keep  the  chloride  of  the  food  fairly  constant 
and  to  avoid  any  treatment  which  may  disturb  the  concentration  of 
bromide  in  the  blood,  such  as  diuresis  or  violent  purgation. 
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The  acne  is  very  often  a  troublesome  accompaniment  of  the  bromide 
action,  and  in  fact  may  prevent  the  use  of  this  valuable  drug  in  other- 
wise suitable  ciises.  It  may  often  be  prevented  by  scrupulous  cleanli- 
ness of  the  skin,  and  frequently  yields  to  treatment  with  small  doses 
of  arsenic. 

The  bromides  are  not  so  effective  in  other  affections  of  tlie  central 
nervous  system,  although  some  success  has  attended  their  use  in  chorea, 
in  the  conx  ulsions  of  children,  and  in  some  forms  of  hysteria.  They 
have  also  been  used  in  tetanus  and  in  strj'chnine  poisoning,  but  are 
inferior  to  other  remedies,  such  as  chloral.  Neuralgia  is  sometimes 
improved  by  bromide  treatment,  especially  when  it  arises  from  worry, 
anxiety,  or  overwork. 

As  soporificSj  bromides  often  fail  entirely,  or  induce  such  depression 
and  confusion  subsequently  as  to  preclude  their  use.  This  prolonged 
action  doubtless  arises  from  the  slow  excretion  of  the  bromide,  the  great 
proportion  of  that  taken  remaining  in  the  tissues  for  more  than  24  hours. 
In  sleeplessness  from  anxiety  they  are  often  valuable,  however^  and 
it  is  found  that  the  dose  of  cliloral  may  be  considerably  lessened  if  it  is 
prescribed  along  with  bromides.  In  sleeplessness  from  pain  bromide  is 
of  little  or  no  value.  The  bromides  are  little  suited  for  use  in  a  single 
dose  unless  it  be  a  large  one*  On  the  other  hand  their  very  prolonged 
action  is  verv  valuable  in  eases  of  exaltation  and  nervousness  in  which 
it  is  desired  to  allay  the  excitability  without  causing  actual  sleep,  and  in 
which  an  immedile  effect  is  not  so  necessary  as  a  prolonged  slight  action. 

Bromides  have  been  used  with  good  results  in  sea-sickness,  in  the 
sickness  of  pregnancy,  and^  it  is  saidj  in  whooping  cough. 
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V.    STRYCHNINE— NTJX  VOMICA. 

Stryclinme  is  the  chief  alkaloid  occurring  in  several  species  of 
Strychnos,  of  which  the  best  known  are  Strychnos  nux  vomica  and 
Strychnos  Ij^natia.  It  is  found  chiefly  in  the  seeds,  and  is  generally 
accompanied  by  the  nearly  related  alkaloid  Bnicine. 

A  large  numtx^r  of  alkaloids  have  been  found  to  resemble  strychnine  in 
their  mdion,  Hiu:h  as  the  ThebQine  found  in  opium,  and  the  Gehtmim  of  Gelsem- 
iura  sujnpervirens,  wiule  it  is  difficult  to  decide  whether  several  otherB  ought 
to  be  uluased  with  morphine  or  with  str}'chnine. 
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Strychnine  seems  to  be  a  quinoJine  derivative,  although  its  exact  constitution 
is  unknown.  Ita  formula  is  CiiHttNiOi,  while  that  of  brucine  is  CsHhNiO* 
TUey  ^re  both  derivatives  of  a  Bubatance  of  the  formula  CuHiTNtOi,  brucine 
differing  from  strj'dmine  in  having  two  methox^'l  groups.  It  seems  not 
unlikely  that  they  are  both  nearly  related  to  curanne^  the  alkaloid  of  curara, 
which  is  derived  from  fiome  other  species  of  the  genua  Strychnos. 

The  alkaloids  of  the  strychnine  group  have  a  powerful  stimulant 
action  on  the  central  nervous  system,  especially  on  the  spinal  cord, 
throughout  the  vertebrate  kingdom. 

Symptoms. — In  ordinary  therapeutic  doses  strychnine,  like  other 
bitter  substances  (page  55),  improves  the  appetite  and  often  leads  to 
a  distinct  amelioration  of  the  subjective  symptoms,  the  patient  feeling 
stronger  and  more  hopeful.  The  special  senses  are  rendered  more 
acute  by  small  quantities  of  strychnine,  for  differences  can  be  recog- 
nized between  shades  of  color  which  seem  identical  to  the  normal 
vision;  the  field  of  vision  is  widened,  and  in  certain  conditions  of 
amblyopia  light  is  rendered  much  more  distinct.  In  the  same  way 
the  hearing  seems  to  be  more  acute,  and  the  sense  of  touch  is 
more  delicate.  Some  cases  have  been  noted  in  wliich  disagreeable 
odors  were  rendered  pleasant  by  strychnine,  but  this  would  seem  to 
be  a  rare  idiosyncrasy*  In  larger  doses  strychnine  increases  the  reflex 
movements^  and  the  sense  of  touch  is  rendered  distinctly  more  acute. 


A  rtbbit  duriojE  astrychniae  convulBioii. 

In  cases  ofjpoiaoning  with  strychnine,  these  effects  are  present  but 
are  not  generally  observed  by  the  patient,  whose  first  complaint  is  of  a 
feeling  of  stiffness  in  the  muscles  of  the  neck  and  face.  This  is  soon 
followed  by  an  increased  reflex  reaction,  so  that  a  slight  touch  causes  a 
violent  movement,  and  even  a  sound  or  a  current  of  air  is  sufficient  to 
cause  a  sudden  start  The  increased  reflex  irritability  is  generally 
accompanie<!  by  some  restlessness,  and  animals  sometimes  seem  to  make 
attempts  to  escape  from  bright  light.  Some  tremor  or  involuntary 
twitches  may  Vje  observed  in  the  limbs,  and  then  a  sudden  convulsion 
occurs  in  which  all  the  muscles  of  the  body  are  involved,  but  in  which 
the  stronger  extensor  muscles  generally  prevail.  In  animals  the  head 
is  drawn  back,  the  hind  limbs  extended,  and  the  trunk  forms  an  arch 
with  its  concavity  backward  (opisthotonos)  {Fig.  16).    In  man  the 
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same  con\nilsion3  are  seen  and  are  accompanied  by  strong  contraction 
of  the  face  muscles,  producing  a  hideous  grin  which  has  been  called 
the  risus  sardonicujt.  The  respiratory  muscles  are  involved  in  the 
general  paroxysm  and  the  blood  rapidly  becomes  deoxygenated,  as  is 
shown  by  the  blue,  cyanotic  color  of  the  lips  and  face  in  man.  The 
muscles  feel  hard  and  firm  at  the  commencement  of  the  con\Til3ion, 
but  very  soon  a  tremor  may  be  made  out^  which  becomes  more  distinctj 
and  after  a  few  intermittent  contractions  the  animal  sinks  back  in 
a  condition  of  prostration  (Fig.  17).  The  respiration  generally  returns^ 
and  becomes  fairly  regular  for  a  short  time,  Itnmediately  after  a 
convulsion  the  reflex  irritability  may  be  low,  but  it  soon  regains  its 
former  exaggerated  condition  and  a  second  convulsion  occurs,  exactly 
resembling  the  first.  Mammals^  as  a  general  rule,  succumb  after  two 
or  three  convulsions,  the  respiration  failing  to  return  after  the  spasm. 


Fic,  IT 


A  rabbit  wheii  the  fltryclitkine  vpofitn  ia  paa^ne  off.    Th#  head  i«  aupported  to  prevent' 

it  falling  on  the  tkble. 

In  some  cases,  however,  the  convulsions  become  shorter  and  the  intervals 
of  quiescence  longer,  the  respiration  becomes  weak,  the  reSex  irritability 
gradually  lessens  and  the  animal  dies  from  asphyxia.  Id  frogs,  where  the 
breathing  can  be  dispensed  with  for  long  periods,  the  alternation  of 
convulsions  and  periods  of  quiescence  may  continue  for  hours  or  daysj 
but  these  are  of  the  same  general  character  as  those  described  in  mam- 
mals. After  very  large  quantities  no  convulsions  may  occur,  the  animal 
dying  almost  immediately  of  asph^^  from  paralysis  of  the  central 
nervous  system* 

Action. — Tlie  whole  character  of  the  intoxication  points  to  an  affec- 
tion of  the  Central  Nerroua  Sjatem,  and  it  has  been  found  that  the 
symptoms  are  unaltered  when  the  drug  is  prevented  from  reaching  the 
peripheral  nerves  and  muscles.  The  chief  symptoms  arise  from  the 
spinal  cord,  for  the  convulsions  are  at  least  as  well  marked  in  frogs 
and  mammals  in  which  the  brain  has  been  destroyed  or  severed  below 
the  medulla  oblongata.  The  intellect  in  man  remains  unclouded  until 
the  end,  except  for  the  a3ph>'xia  produced  by  the  stoppage  of  the 
respiration;  the  patient  is  perfectly  conscious  of  his  condition,  and 
suffers  excruciating  pain  from  the  violent  contractions  of  the  muscles. 

The  special  senses  are  rendered  more  acute  by  small  doses  of  strych- 
nine, and  this  is  apparently  due  to  its  effects  on  the  central  nervous 
18 
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system  in  the  case  of  touch,  taste  and  smell,  but  there  is  reason  to 
believe  that  the  increase  m  the  field  of  vision  and  the  increased  sensi- 
tiveness to  slight  differences  in  light  are  to  be  attributed  to  its  acting 
on  the  cells  of  the  retina  and  not  to  cerebral  changes.  For  when 
strychnine  salts  are  injected  in  the  temple  or  applied  to  the  conjunc- 
tiva, the  sight  of  the  corresponding  eye  is  improved  while  the  other 
remains  unaffected  (Filehne);  if  the  strychnine  acted  centrally  it 
could  do  so  only  by  being  carried  to  the  brain  by  the  blood,  but  this 
would  affect  each  hemisphere  equally.  The  affection  of  one  eye  only 
13  explained  by  the  strychnine  diffusing  through  the  l,\T]iph  spaces, 
and  this  is  said  to  have  occurred  in  the  case  of  various  dyes  which 
were  applied  in  the  same  way  and  were  then  found  in  the  retina, 

Ergographic  experiments  have  shown  that  small  doses  of  strychnine 
augment  the  capacity  for  muscular  work  to  a  considerable  degree, 
and  delay  the  onset  of  fatigue;  this  excitation  phase  is  followed  by 
one  in  which  the  capacity  is  lowered,  Electrical  stimulation  of  the 
motor  areas  of  the  brain  is  more  effective  under  strychnine  than  in 
unpoisoned  animals,  but  this  does  not  necessarily  indicate  that  the  cells 
of  these  areas  are  acted  on  directly,  for  the  same  apparent  increased 
irritability  of  the  cortical  areas  is  seen  when  the  poison  acts  on  the 
cord  only,  and  it  may  therefore  be  the  result  of  the  spinal  action. 

The  convulsions  are,  as  has  been  stated,  of  spinal  origin.*  It  has 
been  shown  in  addition  that  they  are  reflex,  that  provided  no  stimulus 
reaches  the  cord  from  without,  no  convulsion  occurs.  As  has  been 
already  remarked,  the  convulsions  are  preceded  by  a  stage  of  increased 
reflex,  and  in  fact  the  first  convulsion  is  often  seen  to  follow  a  stimulus, 
such  as  a  blow  or  a  loud  noise.  Afterwards  they  ma^^  seem  to  occur 
without  any  such  impulse,  but  this  is  merely  because  a  very  slight  or 
even  imperceptible  stimulus  is  enough  to  induce  them.  For  example, 
a  slight  contraction  of  a  muscle  may  induce  a  convulsion,  as  is  seen 
very  frequently  in  the  frog,  where  a  very  slight  stimulus,' in  itself 
apparently  too  weak  to  cause  a  convulsion,  is  followed  by  an  ordinary 
reflex  contraction,  and  this  leads  to  a  spasm*  The  absence  of  con- 
vulsions when  external  stimuli  are  cut  off  may,  however,  be  demon- 
strated conclusively  in  various  ways.  Thus  Poulsson  found  that  a  frog 
dipped  in  cocaine  solution  undergoes  no  con\^llsion3  after  strychnine, 
the  cocaine  used  being  sufficient  to  paralyze  the  sensory  terminations, 
but  not  to  have  any  direct  effect  on  the  cord,  Claude  Bernard  showed 
this  even  more  conclusively  by  dividing  all  the  posterior  roots  of  the 
spinal  nerves  in  the  frog  and  then  injecting  strychnine,  when  no  con- 
vulsions occurred  except  when  the  ends  of  the  cut  roots  w^ re  stimulated. 
The  convulsions  therefore  follow  only  on  the  passage  of  an  impulse  from 
without  to  the  spinal  cord,  and  are  merely  a  further  dc\'elopment  of  the 
preceding  stage  of  exaggerated  reflex  irritability. 

The  characteristic  feature  of  strychnine  poisoning  is  thus  the  changed 

^  Iq  this  term  ia  included  cot  only  the  spio&l  cord  proper,  but  n\ao  those  parta  of  tb« 
brain  which  correspond  to  the  cord  in  pcrforiniaiE  ainiple  reflex  movemAntB. 
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response  to  external  stlmuH.  In  the  unpoisoned  animal  the  reflex 
movement  following  a  stimulus  is  always  of  the  same  kind;  for  example, 
if  the  leg  of  a  decapitated  frog  be  dipped  in  acid  it  makes  certain  move- 
ments to  withdraw  the  limb,  and  no  matter  how  often  the  irritation 
be  repeate<l,  the  same  movements  are  produced,  though  it  is  true  that  if 
stronger  acid  be  used  the  movement  is  more  violent  and  a  greater 
number  of  muscles  are  involved.  In  this  movement  certain  muscles 
contract  while  their  antagonists  are  inhibited;  for  example,  in  drawing 
the  toe  away  from  an  irritant  the  anterior  muscles  of  the  leg  contract* 
while  the  gastrocnemius  is  relaxed.  The  same  irritation  which  pro- 
duced in  the  unpoisoned  animal  a  simple  withdrawal  of  the  limb,  causes 
after  strychnine  stronger  and  more  extensive  contractions,  and  the 
movement  is  not  confined  to  the  two  hind  legs  but  spreads  over  the 
whole  body.  All  the  muscles  contract  together,  there  being  no  inhibi- 
tion of  antagonists,  and  the  resultant  movement  has  thus  quite  a 
different  character;  the  gastrocnemius  being  stronger  than  the  anterior 
leg  muscles,  the  foot  is  extended  and  thrust  against  the  irritant  instead 
of  being  witlidrawn  from  it.  This  change  in  the  character  of  the  reflex 
movement  has  been  the  subject  of  careful  investigation  by  Sherrington, 
who  finds  that  in  mammals  a  stimulus  which  normally  causes  inhibition 
oi  a  muscle,  causes  contraction  under  strychnine.  This  reversal  occurs 
whether  the  stimulus  is  derived  from  the  periphery  and  the  consequent 
movement  is  a  reflex  one,  or  from  the  brain.  In  both  cases  the  reversal 
of  the  character  of  the  movement  arisen  from  changes  in  the  spinal  cord, 
the  impulse  from  the  brain  or  periphery  bearing  its  normal  character, 
but  changing  its  nature  in  passing  through  the  cord.  It  is  sometimes 
stated  that  the  inhibitory  impulse  is  actually  changed  to  a  motor  one, 
but  this  is  not  necessarily  the  case;  for  it  seems  probable  that  every 
impulse  reaching  the  cord  is  in  part  inhibitory,  in  part  motor,  but  in 
the  unpoisoned  animal  the  inhibitor>'  factor  prevails  while  in  strychnine 
poisoning  the  motor  pretJominates.  The  strychnine  may  thus  merely 
increase  the  motor  element  in  the  impulse  without  actually  reversing 
the  inhibitory  one* 

WTaen  an  external  stimulus  is  sufficient  to  cause  a  convulsive  move- 
ment in  a  poisoned  animal,  the  contraction  is  always  maximal;  a 
stronger  stimulus  produces  no  greater  effect. 

Houghton  and  Muirhead  and  later  Baglioai  stated  that  the  cells  of  the  anterior 
horn  are  not.  nece^saftrily  involved  in  the  strj'chnine  action.  For  when  strychnine 
i3  applied  in  solution  to  the  cord  of  the  frog  at  the  level  of  the  cells  connected 
Tsith  the  ner\*ea  to  the  fore  limbs,  irritation  of  the  hind  foot  produces  an  ordijiary 
response  in  the  hind  limbs,  while  the  anterior  part  6f  the  body  remains  motion- 
less; that  is,  strychnine  has  not  penetrated  to  the  cells  connected  with  the  hind 
limbs.  Irritation  of  the  fore  limbe*  on  the  other  hand,  produces  tetanus  not 
obJv  of  these,  but  also  of  the  hind  limbe,  although  the  motor  cells  of  the  hind 
limbfl  have  been  shown  to  be  outside  the  poisoned  area.  Tetanus  can,  therefore, 
be  produced  in  parta  whose  motor  cells  are  unpoisoned.  The  increased  strength 
of  the  contraction  is  due,  not  to  augmented  energy  in  the  anterior  horn  ceU, 
but  to  the  impulses  which  these  receive  being  much  stronger.  But  later  inves- 
ti^tors  (Ryan,  McGuigan,  Barenne)  state  that  this  experiment  does  not 
bold  in  mammnU,  m  which  there  is  lesa  chance  of  the  results  being  confused 
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by  diffuflion  than  in  the  amall  cord  of  the  frog,  and  bring  forward  further  evi- 
dence that  tetanus  can  be  indnced  only  when  the  poison  nets  both  on  the  motor 
anterior  horn  cetia  and  on  the  sensory  part  of  the  reflex  arc;  the  attempt  to 
localize  tJie  action  outaide  the  motor  cells  cannot  be  regarded  as  Bucoessful 
in  the  light  of  these  researehes,  unless  the  experiments  on  which  it  is  based  are 
supported  by  further  work.  All  are  agreed  that  the  posterior  root  (^angh'on  is 
not  the  seat  of  action^  for  convulsions  may  be  elicited  by  atimnlation  of  the 
poaterior  roots  above  this  point. 

An  impulse  travelling  up  a  nerve  in  an  unpoisoned  frog  reaches  the 
cord  and  may  there  pass  throu^(h  a  numbef  of  paths  and  in  each  is 
subjected  to  various  influences,  so  that  it  arouses  different  motor  cells 
to  different  degrees  of  activity,  or  actually  inhibits  the  activity  of  some 
of  them;  in  this  way  a  co6r(iinated  movement  follows.  Under  strych- 
nine these  influences^  which  may  l>e  figured  as  varying  resistances  in 
the  different  paths,  disappear^  and  the  impulse  passes  untrammelet! 
along  all  available  paths  and  reaches  the  motor  cells  in  much  greater 
force  than  normally  and  thus  arouses  a  more  powerful  reaction  from 
them  and  a  correspondingly  strong  muscular  contraction.  But  the 
resistant^  in  the  different  paths  is  essential  to  coordinate  the  move- 
ment and  the  increased  muscular  contraction  is  thus  no  longer  coor- 
dinatedt  all  the  muscles  contracting  together  and  the  character  of  the 
movement  being  determined  by  their  relative  strength.  The  action 
of  strychnine  may  thus  be  explained  by  supposing  that  it  removes 
resistances  to  the  passages  of  impulses  through  the  spinal  cord  and  thus 
extends  the  area  on  which  an  impulse  acts,  and  also  liberates  it  from 
the  normal  coordinating  influences. 

It  must  be  remarked  that  while  the  resistance  is  much  reduced,  it 
is  not  entirely  removed,  and  the  ordinary  path  is  still  somewhat  more 
easiJy  traversed  than  the  others,  for  very  weak  irritation  often  causes 
an  ordinary  reflex  response  in  the  frog,  while  a  slightly  stronger  stimulus 
throws  it  into  opisthotonos.  Baglioni  has  shown  that  a  single  stimulus 
is  not  sufficient  to  cause  complete  tetanus,  but  that  the  movement 
induced  by  the  first  shock  leads  to  secondary  stimuli  arising  from  the 
joints  and  tendons  which  are  moved;  the  arrival  of  these  secondary 
stimuli  in  the  cord  maintains  it  in  activity,  and  the  muscles  conse- 
quently remain  contracted  until  the  cord  is  fatigued  and  refuses  to 
react  to  the  persbtent  stimuli  from  the  periphery.  Tlie  muscles  then 
relax  and  an  interval  of  quiescence  follows  until  the  cord  has  recovered 
its  irritability. 

Besides  the  spinal  cord,  all  other  regions  in  which  simple  reflexes  can 
be  produced,  are  affected  by  strychnine.  Thus  the  medullary  centres 
are  thrown  into  the  same  condition,  and  their  responses  to  stimuli  are 
equally  exaggerated;  but  they  are  in  constant  receipt  of  impulses,  and 
strychnine,  by  increasing  the  efficiency  of  these,  augments  the  tone  of 
the  meflulla  oblongata,  when  it  is  given  in  small  quantities. 

Artificial  respiration  has  been  shown  to  delay  the  onset  of  convul- 
sions in  animals,  but  it  is  still  an  open  questioti  whether  this  is  due  to 
the  better  aeration  of  the  blood  (Osterwald)  or  to  the  effects  of  the 
mechanical  movements  (Gies  and  Meltzer), 
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The  stimulation  of  the  spinal  cord  by  strychnine  is  followed  by 
depression  and  paralysis.  Even  during  the  first  stage  the  stimulation 
is  mixed  with  depression,  for  though  a  more  violent  response  is  induced 
by  a  sensory  stimulus,  this  cannot  be  repeated  so  often  as  in  the  normal 
frog,  as  the  cord  becomes  fatigued  more  readily.  The  sensory  part  of  the 
spinal  cord  seems  to  be  paralyzed  somewhat  earlier  than  the  motor 
cells,  but  these  also  lose  their  irritability  after  a  time  and  no  further 
movement  can  be  elicited  either  by  reflex  or  by  direct  stimulation  of  the 
cord. 

Fio.  18 


I  M  I  1  i  I  '  I   I  I   1  I  I  ^1  I   I  I  I  I  I  I 

Tracings  of  the  blood-presaure  (upper)  and  intestinal  volume  (lower)  from  a  curarised 
cat.  showing  the  effect  of  the  intravenous  injection  of  a  dow  of  strychnine  sufficient  to 
cause  spasms  in  an  uncurarixed  animal.  The  blood-pressure  rises,  while  the  mesenteric 
vessels  are  contracted  from  spasm  of  the  vasomottn*  centre  (Bayliss). 

Strychnine  seems  to  have  no  direct  action  on  the  voluntary  MnacleB; 
it  is  stated  that  minute  quantities  increase  their  tone,  that  is,  render 
them  more  tense,  so  that  they  are  prepared  for  immediate  contraction, 
but  this  is  due  to  action  on  the  cord  and  not  on  the  muscle  fibres. 

The  TerminatioDfl  of  the  BSoter  Nerves  are  paralyzed  by  large  doses 
of  strychnine  in  the  same  way  as  by  curara.  This  effect  is  scarcely 
seen  in  mammals,  as  central  paralysis  always  precedes  it  and  destroys 
life,  but  in  some  species  of  frogs  the  nerve  ends  are  paralyzed  before 
the  central  nervous  system.  Tlds  paralysis  is  not  due  to  the  exhaustion 
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of  the  nerve  ends  through  the  tetanus,  but  is  a  direct  action  on  the 
terminations,  although  the  exhaustion  may  contribute  to  the  result. 

The  Respiration  is  quickened  by  small  quantities  of  strychnine,  espe* 
cially  when  tlie  centre  is  depressed  by  the  previous  administration  of 
a  narcotic.  During  the  convulsions  the  breathing  is  arrested  by  the 
violefit  contractions  of  the  diaphrajpn  and  the  other  respiratory  muscles, 
hut  during  the  intermissions  it  continues  fairly  regular.  After  one  or 
two  spasms  it  often  fails  to  be  reinstated,  and  the  animal  dies  of  asphyxia; 
in  other  experiments  it  undergoes  a  gradual  diminution  in  rate  and 
strength,  and  eventually  ceases  from  gradual  paralysis  of  the  centre, 
A  reversal  of  the  respiratory  reflexes  is  sometimes  seen  after  large 
doses  in  animals  and  is  analogous  to  that  described  in  the  inliibitory 
reflexes  of  the  spinal  cord. 

The  Heart  is  not  directly  affected  by  strychnine  in  mammals,  though 
it  is  sometimes  slightly  slowed  by  stimulation  of  the  inhibitory  centre. 
During  and  after  a  convulsion  it  may  be  accelerated  as  in  violent 
exertion  from  any  cause.  Very  large  quantities  slow  and  weaken  the 
frog's  heart. 

The  Vasomotor  Centre  is  often  stimulated  by  small  quantities,  so  that 
the  splanchnic  vessels  are  constricted,  while  the  cutaneous  and  perhaps 
the  niUHCular  vessels  tend  to  dilate  from  stimulation  of  the  vasodilator 
centre.  The  blood  is  thus  deflected  to  some  extent  from  the  internal 
organs  to  the  skin  and  limbs.  Larger  quantities  tend  to  disorganize 
the  vasomotor  centre  in  a  way  analogous  to  that  described  in  the  spinal 
cord,  for  Bayliss  finds  that  inhibitory  reflexes  involving  the  vasomotor 
centre  are  changed  to  motor  ones;  thus  stimulation  of  the  depressor 
nerve  after  strychnine  causes  a  rise  in  blood-pressure. 

During  the  convulsions  the  blood-pressure  is  raised  to  an  extreme 
height,  partly  owing  to  the  activity'  of  the  vasomotor  centre  and 
perhaps  partly  from  the  blood  being  pressed  out  of  the  abdominal 
organs  and  the  muscles  by  the  violent  contractions.  Immediately 
after  a  convulsion  the  blood-pressure  falls^  probably  from  the  exliaua- 
tion  of  the  centre. 

In  the  Alimentary  Tract,  strychnine  has  the  same  action  as  any 
other  bitter  substance^  and  it  produces  a  flow  of  saliva  and  increased 
appetite  if  taken  before  meals.  (See  Stomachic  Bitters,  page  55).  It 
seems  to  be  absorlied  from  the  intestine  mainly.  After  absorption  it 
is  said  to  increase  the  movements  of  the  bowel  from  some  action  on 
the  nniscle  or  on  the  ganglionic  plexus  in  the  bowel  wall. 

Metabolism. — Strychnine  produces  an  enormous  activity  of  the  mus- 
cles, and,  therefore,  increases  very  greatly  the  consumption  of  oxygen 
and  the  output  of  carbonic  acid.  This  is  accompanied  by  an  increased 
formation  of  heat,  which  would  lead  to  a  rise  in  the  temperature  of  the 
body  were  it  not  counteracted  by  an  equal  or  even  greater  increase 
in  its  dissipation  through  the  skin.  As  a  result  the  temperature  is 
generally  lowered  in  rabbits,  while  it  sometimes  rises  slightly  in  dogs 
and  cats.  The  skin  temperature,  on  the  other  hand,  rises  considerably 
because  more  blood  flows  through  it  than  usual. 
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Glycosuria  occurs  in  frogs  and  iu  young  mamiuals,  and  the  glycogen 
of  the  Jiver  and  muscles  disappears  in  most  animals  under  strycluutie; 
the  increased  muscular  movement  and  the  disturbance  of  the  respiration 
are  probably  the  explanation  of  both  of  these  phenomena. 

Some  strychnine  is  eliminated  in  the  urine,  appearing  three  hours 
after  its  injection;  the  reaction  is  often  given  by  the  urine  for  three 
to  eight  days  afterward;  but  most  of  the  alkaloid  undergoes  oxidation  in 
the  tissues.  Only  a  very  slight  degree  of  tolerance  b  developed  for 
strychnine,  even  after  very  prolonged  administration. 

The  action  of  fltrychnine  is  almost  identical  throughout  the  vertebrate 
kingdom.  Man  is  more  susceptible  than  other  maimnals,  and  young  animals 
are  more  refractory  than  adults,  perhaps  owing  to  the  less  developed  condition 
of  the  central  nervous  system.  The  domeatic  fowl  tolerates  comparatively 
larger  quantities  without  symptoms.  The  characteristiG  convulsaut  action  is 
not  elicited  in  most  invertebrates,  in  which  it  generally  induces  paralysis  only* 
Brucine,  the  second  alkaloid  of  nux  vomica^  resembles  strychnine  closely 
in  action  but  ia  much  weaker » from  30  to  40  limes  as  lai^  a  dose  being  required 
'  --^  to  produce  the  same  effect.  It  differs  from  strychnine  also  in  po^eaaing  a  much 
more  powerful  action  on  the  nerve  terminations  in  voluntary  muscle,  especially 
in  some  species  of  frog.  It  is  credited  with  weak  local  ansesthelic  properties, 

Peepahations. 

Nni  Tomjca  (U  S.  P.,  B.  P.),  the  seeds  of  Strycbnoa  nux  vomica,  contains 
not  less  than  2.5  per  cent,  of  total  alkaloid  (U.  S.  P.)  (1.25  per  cent,  of  strych- 
nine, B.  P.)  and  tannin,  which  gives  a  dark  green  coloration  with  iron  salta. 
Dose  0.06  G,  CI  gr.);  B.  P,,  1^  gra.  The  preparations  are  aeaayed  to  a  definite 
strength  of  strychnine  in  the  B.  P.^  of  total  alkaloids  in  the  U,  S»  P. 

ExTRACTUM  Ntrcia  VoMic-E  (U.  S.  P.,  16  per  cent,  total  alkaloids),  0.015  G. 
(i  gJ"-)  ;  (B-  P.)f  S  per  cent,  strychnine,  i-l  gr. 

TiNCTURA  Nucis  Vomica  (U,  S.  F.,  0,25  per  cent,  total  alkaloids),  (B-  P., 
0.125  per  cent,  strychnine),  0.5  mil.  (S  mins.);  B*  P.,  5-15  mins. 
StbicbninjB  NiTRAs  (U.  S.  p.),  0.0015  G.  gfJ. 
Stbtchnix^  Hydrochijdridum  (B.  P,),  gr. 
Lufwr  StryohniiU3$  Hydrocldondi  (B,  P,)  (1  per  cent,),  2-8  mins, 
Injectio  SirychnttuB  Hypodermka  (B.  P.)  (0.75  per  cent,  of  the  hydrochloride), 
5-10  niina.  hjpoderniicully. 

The  extract  is  generally  prescribed  in  pill  form,  while  strychnine  nitrate 
or  hydrochloride  may  be  given  in  solution,  pill  or  tablet;  where  rapid  action 
ts  d^nred,  it  is  injected  subcubaneously.  A  number  of  unnecessary'  preparations 
containing  strychnine  and  iron  and  quinine  are  contained  in  the  pharmacopceiaSj 
which  al^  mention  a  fiuidextract  CU.  S.  P.,  2.5  per  cent.),  and  a  liquid  extrAd 
(B,  P.,  1.5  per  cent.). 

Therapeutic  Usea. — Strychnine  is  used  largely  for  its  local  action  on 
the  digestive  organs  aa  a  stomachic  bitter,  and  is  generally  prescribed 
in  the  form  of  the  tincture  or  the  extract  for  this  purpose,  as  in  this 
way  it  is  less  rapidly  absorbed  than  when  given  as  an  alkaloidal  salt* 
It  may  be  combined  with  the  cinchona  preparation  or  with  one  of  the 
simple  bitters. 

Small  quantities  of  strychnine  are  of  benefit  in  many  iJl-defined 
conditions  of  weakness,  cachexia,  and  "want  of  tone"  generally.  The 
results  are  probably  partly  due  to  its  stomacliic  efTects  in  increasing 
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appetite  mad  d^eatioo,  bat  the  aetkm  oe  the  ceatral  Demnts  s>^tem 
cumot  be  overlooked.  The  ^a^t  inoraae  in  the  imtabilit>^  of  the 
cord  profaafciy  t»ds  to  mn  bapmyrmeBl  m  ahnost  aU  of  the  nutritive 
fiioctkm  throdgfa  increaaan^  the  eootncCion  ol  the  Tcsds  and  pro- 
dudng  greater  activity  of  the  musdea.  In  tfab  way  stiydmine  per* 
hapa  deserves  the  luune  of  "tome"  more  than  most  of  the  drugs  to 
which  it  is  applied. 

As  a  stimulant  to  the  centraJ  oervoixs  syston  s^'ehnine  has  found 
wide  appticatioD  in  ahnost  e>'efy  form  of  paral^'sis,  and  as  long  as  dis^ 
tinct  anatomical  lesions  of  the  central  nervous  axis  are  absent,  it  may 
be  of  benefit;  for  instance,  it  b  often  valuable  in  lead  poisoning;  but 
where  tbc  cootintiity  of  the  asds  is  broken  by  bsmorriiage  or  by  the 
destruction  of  the  nerA*e  cells,  little  improvement  is  to  be  anticipated 
horn  its  use,  though  it  may  serve  to  dela>'  or  prevent  the  atrophy 
of  peripheral  oerves  and  muscles  in  some  of  these  cases.  When  the 
paralysis  is  due  to  an  inflammatory  process,  5tr>'chnine  is  to  be  used 
with  the  greatest  care,  or  is  perhaps  better  ivoided  entirely  as  long 
as  the  Irritation  is  present,  as  it  seems  to  increase  and  prolong  the 
inflammation  when  used  early  in  these  cases.  The  other  central  nervous 
stimulants,  such  as  caffeine  or  atropine,  have  not  been  employed  in  these 
forms  of  paralysis. 

Strychniue  is  used  as  a  respiratory  stimulant  in  some  forms  of  pul^ 
monary  disease  In  which  it  is  desirable  to  increase  the  respiration  or 
to  provoke  coughing.  It  has  been  advised  in  failure  of  the  respiration 
during  anaesthesia,  and  is  certainly  more  likely  to  be  beneficial  than 
the  great  majority  of  drugs  suggested  for  this  purpose.  Too  large 
doses  must  not  be  injected  in  these  cases,  however,  as  str>'chnine 
paralyzes  the  respiratory  centre  itself  when  given  in  excess.  In  other 
forms  of  poisoning  in  which  the  respiratory  centre  seems  in  danger, 
and  in  shock,  strychnine  may  also  he  of  service,  especially  when  it  is 
injected  hypodermically.  Other  respiratory  stimulants  which  may  be 
substituted  for  ijtr\chnine  for  these  purposes  are  caffeine  and  atropine. 

In  amaurosis  or  amblyopia  unassociated  with  atrophy  of  the  optic 
nerve,  and  even  in  commencing  atrophy,  strychnine  has  frequently 
improved  the  vision.  In  many  cases  it  fails  to  produce  any  benefit, 
and  the  exact  conditions  in  which  improvement  can  be  looked  for  are 
unknown , 

Strychnine  has  been  used  in  heart  disease,  but  all  exact  observations 
agree  that  it  has  no  beneficial  action  (Parkinson  and  Rowlands),  In 
weakness  of  the  circulation  from  inefficiency  of  the  vasomotor  centre 
it  may  act,  though  Crile  denies  it  any  value  in  the  treatment  of  the 
low  blood-pressure  of  shock,  and  Cabot  could  not  find  any  change  in  the 
blood-pressure  after  its  use  in  a  number  of  conditions  in  which  it  is 
ordinarily  advised.  Cook  and  Briggs  found  the  blood-pressure  increased 
in  certain  cases  of  vasomotor  paresis,  however,  when  irri>— rV  of 
strychnine  was  injected  hypodemiically.  In  rare  cases  this  weakness 
of  the  medullary  centre  simulates  heart  disease^  and  this  may  account 
for  the  belief  in  the  virtues  of  strychnine  as  a  cardiac  tonic. 
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Strychnine  is  said  to  be  of  value  in  chronic  alcoholism  in  lessening 
the  depression  which  forms  one  of  the  chief  difficulties  in  the  treatment. 

Poisooiiif.- — In  cases  of  strychnine  poisoning,  tlie  first  treatment 
consists  in  the  evacuation  of  the  stomach  by  means  of  emetics,  or, 
better,  by  the  stomach  tube;  it  may  be  necessary  to  give  chloroform,  as 
the  attempt  to  pass  the  tube  is  often  followed  by  violent  convulsions, 
preparations  of  tannic  acid,  such  as  strong  tea,  may  be  given  in  order 
to  form  the  insoluble  tannate,  which,  however,  must  be  removed  as 
quickly  as  possible,  as  it  is  broken  up  by  the  acid  gastric  Juice  and 
the  strychnine  is  rapidly  absorbed.  To  combat  the  convulsions,  depres- 
sants to  the  central  nervous  system  should  be  given,  and,  although 
chloral  is  usually  advised,  chloroform  or  ether  is  often  preferable* 
It  is  unnecessary  to  produce  deep  ansesthesia,  a  few  whiffs  of  cbloro- 
fonn  being  often  su^cieut  to  allay  the  convulsions.  The  advantage 
of  the  amesthetics  over  chloral  is  that  they  can  be  removed  if  any 
sjTRptoms  of  strychnine  paralysis  appear.  Opium  has  been  suggested, 
but  is  not  nearly  so  efficacious  in  strychnine  poisoning  as  members 
of  the  methane  series.  If  the  paralysis  comes  on,  artificial  respiration 
may  be  attempted,  although  the  poison  is  destroyed  too  slowly  by  the 
organism  to  permit  of  much  hope  of  recovery. 
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VI,  P13EOTOXIH, 

Picrotoxin  is  the  best  known  member  of  a  group  of  convulsive  poisons, 
which  resemble  each  other  very  closely  in  action^  but  of  whose  chemistry 
little  is  known  beyond  the  fact  that  they  are  devoid  of  nitrogen.  It  is 
obtained  from  the  Anamirta  paniculata  (Anamirta  cocculus,  Menis- 
permum  cocculus),  and  is  a  neutral  indifferent  body,  ricrotoxin 
(CioHmOu)  may  be  broken  up  into  picrotoxinin  (CjsHieOi),  which 
resembles  it  in  its  effects  on  animals,  and  pierotin  (CitHnO?)*  which 
is  inactive. 
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Other  poisoDd  resembling  picrotonn  are  Ctcutoxin,  derived  from  the  Cicuta 
virtjuAt  or  nater  hemlock,  and  probably  from  other  speciea  of  Cicut&f  (ETum- 
thvtoxint  the  active  priactple  of  CEaanthe  crocataj  water  dropwort,  or  dead 
tongue,  and  Coriamyrtin,  which  occure  in  several  epecies  of  Coriaria,  of  which 
the  best  known  is  the  Conaria  myrtifolia  or  currier's  siuuach;  Tutin^  the 
active  principle  of  the  toot  or  tutu  poison  of  New  Zealand,  ia  obtained  from  other 
spedes  of  cciriaria.  Some  of  these  bodies  are  glucoeides.  Camphor  and  some 
iiOmr  volatile  oil  derivatives,  notably  the  Thujon  of  absinthe,  also  resemble 
picrotoxin  in  their  effects,  and  the  same  is  true  of  two  alkaloids  Samandarin^ 
and  SaTnandaridirn^  laolated  by  Faust  from  the  skin  of  the  newt,  Lastljr,  a 
numl>cr  of  the  members  of  the  di^talis  series  may  be  decomposed  into  bodi^ 
whichi  devoid  of  the  cliaracteri^ic  cardiac  action  of  digitalis,  produce  the 
jsair^e  symptoms  as  picrotoxin.  Among  these  may  be  mentioned  Toxiresint 
obtained  from  digitoxin,  Di^Ualiregin  from  digitalin,  and  Oleandrenn  from 
oleandrin, 

SjmptomB. — The  symptoiBS,  which  are  often  somewhat  late  in 
appearing',  are  very  similar  in  all  classes  of  vertebrates.  In  man  vomit- 
ing is  not  infrequently  observed  after  members  of  this  series,  or  the 
first  symptoms  may  be  salivation,  acceleration  of  the  respiration,  and 
some  slowness  of  the  pulse  and  palpitation  of  the  heart,  A  condition 
of  stupor  and  unconsciousness  follows  and  then  a  series  of  powerftJ 
convulsions^  which,  commencing  in  tonic  spasms,  soon  change  to  clonic 
movements  of  the  limbs  and  jaws.  The  respiration  is  interrupted 
during  tfiese  spasms,  but  la  reinstated  during  the  intervals  of  quiet 
and  collapse  which  follow  them.  The  convulsions  return  after  a  short 
pause,  and  this  alteration  of  spasm  and  quiet  may  continue  for  some 
time,  although  the  respiration  often  fails  to  return  after  one  of  the 
spasms,  and  fatal  asphyxia  results. 

Similar  efTetits  are  observed  in  the  lower  mammals.  After  a  pre- 
liminary stage  in  which  twitching  of  the  muscles  and  vomiting  often 
occur,  and  in  which  the  respiration  is  accelerated,  while  the  pulse  is 
slow,  a  violent  emprosthotonic  convulsion  sets  in,  but  soon  changes 
to  clonic  movements;  these  may  last  for  some  time,  but  eventually 
become  weaker  and  give  place  to  a  condition  of  quiet  and  depression. 
An  increase  in  the  reflex  excitability  is  noticeable  during  this  interval, 
the  nniinal  is  easily  startled  and  occasional  twitching  of  the  muscles 
may  he  observed*  Very  soon  a  second  convulsion  sets  in,  and  this 
may  l>e  fuUil  from  asphyxia,  but  the  symptoms  often  continue  for  an 
hour  or  more,  violent  spasms  alternating  with  periods  of  depression 
and  (K>llapse.  In  the  frog  clonic  convulsions  are  also  the  chief  feature 
of  tfie  intoxication.  Very  often  the  aniiDal  becomes  distended  with  air 
during  the  convulsions,  and  gives  a  curious  cry  in  releasing  it.  The 
heart  is  ulways  slowed  and  may  cease  to  beat  altogether  for  a 
time. 

Action. — The  clonic  convulsions  of  picrotoxin  poisoning  are  altogether 
dilTerent  from  those  of  strychnine  and  other  similar  bodies,  which 
induce  prolonged  tonic  convulsions,  and  it  was  early  surmised  that  the 
mcnibers  of  this  series  act  on  a  different  part  of  the  Central  Nenrooi 
System.  In  the  fish  convulsions  arise  from  picrotoxin  after  all  the 
nervous  system  1ms  been  removed  except  tlie  spinal  cord.   In  the  frog 
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they  persist  after  the  cerebrum  has  been  destroyed^  and  even  when  all 
of  the  brain  above  the  medulla  oblongata  has  been  removed,  although 
they  are  weakened  by  the  destruction  of  the  optic  lobes;  on  the  other 
hand^  they  disappear^  or  at  any  rate  lose  their  typical  character  when 
the  medulJa  oblongata  is  removed.  In  mammals^  the  convulsions  are 
less  t>  pical  when  the  cerebral  hemispheres  are  removed  and  disappear 
when  the  pons  is  destroyed.  The  seat  of  action  thus  seems  to  move 
upward  as  the  higher  parts  of  the  central  nervous  system  become  more 
developed,  the  chief  effects  arising  from  the  spinal  cord  and  medulla 
and  optic  lobes  in  the  frog  and  from  the  cerebrum  and  mid-brain  iii 
mammals.  It  is  possible  that  in  man  the  cerebrum  is  even  more  involved 
in  the  action  than  in  the  lower  mammals.  In  Toot  poisoning  in  man, 
it  is  often  observed  that  a  confused  mental  condition  is  present 
and  that  the  memory  is  impaired  after  the  attack  and  even  for  some 
days  later. 

The  stimulation  of  the  medulla  is  seen  in  the  acceleration  of  the 
respiration,  in  the  slow  pulse,  which  is  due  to  inhibitory  action,  in  a  very 
marked  rise  of  the  blood-pressure,  and  in  the  vomiting  and  salivation. 
In  many  animals  the  reflexes  are  found  to  be  increased  when  the 
medulla  is  severed  from  the  cord,  and  this  indicates  that  the  spinal 
cord  13  also  more  excitable  than  normally.  Griinwald  suggests  that 
the  centres  controlling  the  cranial  and  sacral  autonomic  nerves  are 
especially  susceptible  to  the  action  of  these  poisons. 

The  Heart  is  rendered  slow  by  picrotoxin;  this  is  due  principally  to 
stimulation  of  the  inhibitory  centre  in  the  medulla,  since  on  division 
of  the  vagi  the  heart  returns  to  almost  its  normal  rate.  Some  direct 
depression  of  the  heart  is  observed  after  large  doses  in  the  frog.  Picro- 
toxin causes  a  very  marked  rise  in  the  arterial  tension  from  stimulation 
of  the  vaso-constrictor  centres  in  the  medulla  and  upper  part  of  the  cord. 

The  Respiration  is  accelerated  before  any  convulsions  set  in,  and 
in  the  intervals  between  the  spasms  it  is  also  very  rapid,  owing  to 
the  action  on  the  centre-  Late  in  the  intoxication  the  breathing 
naay  become  slow  and  labored,  probably  from  approaching  central 
paralysis. 

The  Vomiting  often  observed  in  man  and  the  dog  under  picrotoxin 
is  probably  of  central  origin  and  not  due  to  gastric  irritation. 

The  peripheral  Nerves  and  Muscles  do  not  seem  to  be  afTected  by 
these  poisons. 

The  fate  of  picrotoxin  in  the  body  and  the  way  in  which  it  is 
excreted  are  unknown.  Like  other  convulsive  poisons,  it  tends  to  lower 
the  temperature  when  it  is  given  in  quantities  insuflBcient  to  cause 
convulsions. 

The  convulsions  of  picrotoxin  and  its  allies  disappear  when  chloro- 
form or  chloral  is  administered.  On  the  other  hand,  the  respiration, 
weakened  by  narcotic  poisons  such  as  chloral,  is  accelerated  by  picro- 
toxin, the  blfKKl-prcssure  rises,  and  the  sleep  is  less  prolonged.  Animals 
are  not  awakene^l  at  once  from  narcosis  by  picrotoxin,  but  coriamyrtin 
has  this  effect. 
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PtcTotoxin  is  not  antidotal  in  morphme  poisoniiig  in  anunaJs,  but 
may  possibly  be  so  in  man. 

Therapeutic  Usea. — Picrotoxin  has  been  used  as  an  ointment  to 
destroy  ^diculi,  and  in  some  forms  of  akm  di^ea^se,  but  b  too  poi^uous 
to  be  recommended  for  thb  purpose.  It  has  been  proposed  to  give  it 
by  subcutaneous  injection  in  cases  of  collapse  and  in  narcotic  poboning, 
but  it  has  not  been  employed  for  this  purpose  in  therapeutics  as  yet. 
It  lias  some  reputation  in  the  profuse  night-sweats  of  phthisis,  which 
it  diminishes  in  a  certain  proportion  of  cases^  probably  by  increasing 
the  respiration  and  thus  preventing  the  stimulation  of  the  nervous 
mechanLsm  of  perspiration  through  the  partial  asphyxia.  Dose,  tV~^(r 
gr.  in  pill  or  tablet. 
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Vn.  CAFFEINE. 

In  a  number  of  plants  used  in  different  parts  of  the  world  to  form 
beverages  and  condiments,  there  are  found  the  xanthine  compounds, 
Cafeine,  TheobTorriine  and  Theophyllhw  {Theocine)^  which  have  been 
employed  in  therapeutics  of  late  years,  and  have,  therefore,  acquired 
a  double  importance  as  drugs  and  as  articles  of  diet.  The  wide- 
spread use  of  preparations  of  these  by  uncivilized  peoples  is  a  curious 
and  unexplained  fact,  especially  as  they  possess  neither  peculiar  taste 
nor  odor  to  guide  in  the  selection  of  the  plants  in  which  they  exist. 
Besides,  caffeine  and  its  allies  in  moderate  quantities  induce  no  marked 
symptoms^  such  as  follow  the  use  of  alcohol,  opium  or  hashish  and 
explain  their  use  among  widely  separated  peoples.  On  the  contrary, 
the  only  effects  to  lie  observed  are  a  brightening  of  the  intellectual 
faculties  and  an  increased  capacity  for  mental  and  physical  work. 
Coffee,  the  use  of  which  is  derived  from  the  Arabians,  is  the  berry  of 
CofFea  Arabica  and  contains  caffeine;  tea,  the  leaves  of  Thea  Chinensisj 
contains  caffeine  along  with  theophylline.  Cacao,  cocoa,  or  chocolate 
is  derived  from  the  seeds  of  Theohroma  cacao,  a  tree  indigenous  in 
Brazil  and  Central  America  and  contains  theobromine.  In  central 
Africa,  the  Cola  or  Kola  nut  (Sterculia  acuminata)  is  used  by  the 
natives,  and  contains  caffeine  with  small  quantities  of  theobromine, 
in  Brazil,  Guarana  paste  is  formed  from  the  seeds  of  FaulUnia  sor- 
bilis,  and  contains  caffeine  and  theohromitie,  while  in  the  Argentine 
Republic,  Verba  Mate  or  Paraguay  tea  (Ilex  Paraguayensis)  is  used  to 
form  a  beverage  which  contains  a  small  quantity  of  caffeine.  Another 
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species  of  Ilex  is  met  with  in  Virginia  and  Carolina  under  the  name  of 
Apalache  tea  or  Youponj  and  also  contains  caffeine. 

These  three  principles^  caffeine,  theobromine  and  theophylline^  are 
purine  derivatives  closely  related  to  the  xanthine  bodies  found  in 
the  urine  and  tissues  of  animals;  theobromine  and  theophyllin  are 
(iiinethybcanthine  and  caffeine  is  trimethybcantlune. 
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Action. — These  all  resemble  each  other  in  most  points  of  their  phar- 
macological action,  although  caffeine  acts  on  the  central  nervous  system 
as  well  as  on  the  kidneys,  muscle  and  heart,  while  theobromine  has 
comparatively  little  effect  except  on  the  last  three. 

Central  Nervotifl  System, — In  man,  caffeine  stimulates  the  central 
nervous  system,  in  particular  that  part  assf^ciated  with  the  psychical 
functions.  The  ideas  l>ecoaie  clearer,  thought  flows  more  easily  and 
rapidly,  and  fatigue  and  drowsiness  disappear.  Nt»t  infrequently,  how- 
ever, connected  thought  is  rendered  more  difficult,  for  impressions 
follow  each  other  so  rapidly  that  the  attention  is  distracted,  and  it 
requires  more  and  more  effort  to  limit  it  to  a  single  object*  If  the 
quantity  ingested  is  small,  howe>er,  the  results  are  of  distinct  benefit 
in  intellectual  work.  The  capacity  for  physical  exertion  is  also  aug- 
mented,  as  has  been  demonstratccl  rejwatedly  by  soldiers  on  the  march, 
and  more  recently  hy  more  exact  experiments  with  the  ergograph.  The 
stimulation  of  the  higher  nervous  centres  is  often  manifested  in  the 
insomnia  and  restlessness  which  in  many  people  follow  indulgence  in 
coffee  or  tea  late  at  night.  Kraepelio  has  investigated  the  effects  of 
caffeine  from  the  psychological  point  of  view,  and  finds  that  both  tea 
and  coffee  facilitate  the  reception  of  sensory  impressions  and  also  the 
association  of  ideas,  especially  in  fatigue^  while  the  transformation  of 
intellectual  conceptions  into  actual  movements  is  retarded.  This  he 
regards  as  due  to  stimulation  of  the  highest  or  controlling  functions 
of  the  brain,  caffeine  acting  on  the  same  parts  as  are  first  affected  by 
alcohol  and  the  methane  derivatives,  but  altering  them  in  the  opposite 
direction.  The  effect  of  caffeine  on  the  acuteness  of  the  senses  has 
been  demonstrated  by  the  greater  accuracy  of  touch  under  its  influence. 

Large  quantities  of  caffeine  often  cause  headache  and  some  confusion, 
and  in  rare  cases  of  special  susceptibility  a  mild  form  of  delirium  may 
be  elicited,  or  noises  in  the  ears  and  flashes  of  tight  may  indicate  derange- 
ment of  the  special  senses.  The  pulse  is  quickened,  and  occasionally 
palpitation  and  uneasiness  in  the  region  of  the  heart  are  complained  of. 
Convulsive  movements  of  the  muscles  of  the  hand^  and  tremor  in 
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plirtA  i>f  the  hotly  have  also  been  recarded  in  some  rases. 
1>if!<f  94h<Vi  arr  iitdiK^ed  only  with  difficuJty  in  habitual  drmkers  of 
t  thut  the  continued  administration  of  small  quantities 
.  1  illy  pi ves  rise  to  tolerance. 
\r\  thr  lovvtT  rnainuiuls  the  injectloD  of  large  quantities  of  caffeine  is 
WK^t\v»1  hy  fymjUorns  closely  resembling  those  induced  by  strychnine, 
IV"  tfrt^  x  irritnbitity  is  remarkably  increased,  the  lightest  touch  bdng 
f»>i)i^x>r*l  h>  powerful  contraction  of  ahnost  all  the  rousdes  ot  the  body. 
VfttT  M  time  [hvsv  contractions  occur  without  any  apparent  stimulus, 
mhninntc  in  tonic  convulsions  which  last  for  several  seconds, 
l^iriuit  thc:*c,  iIk'  respiration  ceases  because  the  respiratory  muscles  are 
in\>vt\tHl  in  the  f^piis^rn,  and  accasionally  it  fails  to  be  reinstated  vnhen 
iMin  \ilNiotis  ]mss  oiT.   In  other  instances  the  spasms  become  weaker 
imA  iKvur  at  temper  intervals;  the  respiration  diminishes  in  frequency* 
and  dqilh  and  eventually  ceases. 

The  ?iyni[>ti»[Ti»  induced  by  caffeine  in  the  lower  mammals  are  due 
i\yt  the  most  pjirt  to  its  acting  on  tJie  spinal  cord  in  the  same  way  as 
^Irvi^lmiiip,  tluHigli  sinEill  doses  may  act  on  the  brain,  for  they  often 
eliril  rt*stleHaiicss  and  timidity  without  any  marked  change  in  the  reflex 
flxntrtbility.  The  centres  in  the  medulla  oblongata  are  also  involved 
ill  iho  riTccts,  as  is  indicated  by  acceleration  of  the  breathing  and  occa- 
»innfilty  by  si>ine  slowness  of  the  pulse  from  action  on  the  pneumogastric 

Fn>^H  Hhow  no  nervous  symptoms  that  cannot  be  ascribed  to  action 
on  the  Mpitiat  cordj  and  in  some  species  these  are  elicited  with  con- 
Kidcnililc  difficulty  owing  to  the  muscular  action  described  below. 

On  CMHipartiig  the  effects  of  caffeine  and  strychnine  on  the  central 
nervous  system,  it  will  be  found  that  while  there  is  a  general  similarity 
in  (heir  action^  the  latter  causes  more  marked  stimulation  of  the  lower 
divisions  and  has  less  action  on  the  cerebrum  in  mammals  and  man. 
Thoy  both  produce  a  general  increase  in  the  activity  of  nerve  cells, 
but  cfilTeine  acts  more  on  the  psychical,  strychnine  more  on  the  reflex 
functions. 

Theophylline  resembles  caffeine  in  its  action  on  the  central  ner\'0U3 
tcm,  while  theobromine  induces  few  or  no  symptoms  of  stimulation, 
*  monomethyl-xanthines  and  xanthine  itself  stimulate  the  central 

OU3  system  in  the  frog  (Schmiedeberg), 
The  Muscular  action  of  caffeine  is  best  seen  in  the  Rana  temporaria 
(grass  frog),  although  it  is  also  induced  In  other  species  of  frogs,  and 
some  rigidity  may  be  elicited  in  mammals  by  ver>^  large  doses.  When 
a  few  drops  of  caffeine  are  injected  into  the  leg  of  a  frog  there  follows 
a  peculiar  stiffness  and  liardness  in  the  muscles  around  the  point  of 
injection,  which  slowly  spreads  to  other  parts  of  the  body  and  induces 
the  appearance  of  rigor  mortis.  The  same  effect  is  obser\"ed  when 
teased  muscle  fibres  are  subjected  to  a  caffeine  solution  under  a  high- 
power  microscope.  The  fibres  contract,  become  wliite  and  opaque,  and 
look  stiff  and  inflexible;  the  transverse  striie  disappear,  while  the  longi* 
tudinal  become  more  easily  visible  (Fig.  19).    This  appearance  ia 
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due  to  the  death  and  rigor  mortis  of  the  fibres,  In  which  the  myogen  is 
formed  into  myogen-fihrin  apparently;  the  same  change  occurs  when 
caffeine  is  added  to  myogen  in  the  test-tube. 

In  small  quantities  caffeine  increases  the  irritability  of  muscle  as 
well  as  its  absolute  strength  and  extensibility;  that  is,  the  muscle  con- 
tracts on  a  weaker  stimulus  and  against  a  greater  load  than  it  does 
normally.  The  amount  of  work  done  before  fatigiie  sets  in  is  also 
increased,  unless  when  large  quantities  are  applied,  when  the  capacity 
for  work  is  lessened;  and  with  the  first  appearance  of  rigor  it  ceases 
to  react  to  stimuli  altogether.  Sobicranski  has  stated  that  in  ordinary 
doses  caffeine  increases  the  work  done  by  the  human  muscles  when 
they  are  stimulated  by  electric  shocks.  Tlie  universally  recognized 
effect  of  tea  and  coffee  in  increasing  the  capacity  for  phy  sical  work 
and  in  relieving  fatigue  has  generally  been  regarded  as  due  to  changes 
in  the  nerve  cells,  but  the  peripheral  action  on  the  muscle  may  per- 
haps play  a  part  in  it.   While  the  action  of  theobromine  on  the  central 

Fia.  19 
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K  muKuLar  fibre  of  the  froE  (highly  ma^]6e4K    A,  uomiai;       aAiat  cbc  applicAtion 
ol  caffcitie  Aolutiuu,    The  oooth!  etris  in  B  mxc  the  ftiidd  of  the  Barcalemmu. 

nervous  system  is  much  less  marked  than  that  of  caffeine,  muscle  enters 
into  rigor  after  the  former  more  readily,  and  xanthine  exceeds  even 
theobromine  in  its  power  to  produce  this  change. 

Circulation. — In  man,  ordinary  doses  of  caffeine  sometimes  induce  some 
slowing  of  the  pulse*  which  apparently  arises  from  a  mild  stimulation 
of  the  inhibitory  centre  in  the  medulla:  but  not  infrequently  no  altera- 
tion in  the  pulse  rate  is  observable.  The  blood-pressure  does  not  appear 
to  l>e  materially  altered  by  caffeine,  a  slight  rise  of  5-10  mm.  occurring 
in  in^lividuals,  but  not  very  frequently.  Sometimes  palpitation  is 
complained  of  in  excessiv  e  tea  and  coffee  drinkers,  and  this  may  perhaps 
indicate  stronger  action  of  the  inhibitory  centres,  but  may  equally  well 
be  attributed  to  gastric  disturbance.  Taylor  found  the  blood-pressure 
reduced  by  caffeine  treatment  in  cardiac  inefficiency'',  but  this  may 
perhaps  arise  indirectly  from  the  diuresis  reducing  the  blood  volume. 

When  caffeine  is  injected  in  large  quantities  intravenously  in  animals, 
the  heart  is  accelerated  considerably  without  any  significant  change 
in  the  extent  of  systole  and  diastole.  The  acceleration  is  not  dependent 
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on  changes  in  the  regulating  ner\'es  of  the  heart,  but  arises  from  a  direct 
stimulating  action  on  the  cardiac  muscle,  and  especially  on  tiiat  part 
from  which  the  rh%^bin  originates.  Vagus  stimulation  has  Ies3  e^ect 
than  usual,  but  thb  is  due  to  Increased  irritability  of  the  heart  and  not 
to  partial  paralysis  of  the  ntt\t  ends.  A  similar  acceleration  b  induced 
by  caffeine  after  di\  isson  of  both  acederator  and  %'agU5  ner\'es  and  after 
the  paralysis  of  the  inhibitor^'  terminations  by  atropine.  Still  larger 
quantities  of  caffeine  injected  intravenously  in  mammals  cause  weakness 
and  irregularity  of  the  heart.  The  quantities  used  in  therapeutics  in 
man  seem  insufficient  to  induce  either  the  acceleration  or  the  subsequent 
irregularity  observed  in  animals.  The  acceleration  of  the  heart  is  not 
always  accompanied  by  an  increase  in  the  amount  expelled  per  minute 
(Bock),  for  the  contractions  may  follow  each  other  so  quickly  that  there 
is  not  sufficient  interval  for  the  inflow  of  blood. 

Flo.  30 


Rnpiration  a  rabbit  whicli  ha4  been  ^lufred  by  morptiiti^.  At  C,  cuJI^int  wu  in* 
jeeted  inbr&veaQiialy  and  the  respiration  wu  fit  ODoe  ireatly  accelerated  and  tnoved 
toward  the  in^iratory  position. 

The  blood-pressure  umler  these  large  intravenous  injections  in  animals 
often  rises  to  some  extent,  but  not  infrequently  shows  little  alteration, 
and  the  increase  in  the  blood-pressure  is  rarely  significant.  Caffeine 
tends  to  stinuilate  the  vasomotor  centre  in  the  medulla,  and  this  would 
raise  the  blood-pressurej  were  it  not  for  a  simultaneous  widening  of  the 
vessels  through  a  direct  action  on  the  walls;  this  neutralizes  In  large 
part  the  central  action  on  the  circulation,  so  that  the  blood -pressure 
shows  only  slight  changes  (Sollmann  and  Pilcher)*  When  very  large 
quantities  weaken  the  heart,  the  blood -pressure  falls  to  a  considerable 
extent,  but  if  convulsions  supervene  it  may  again  rise- 

The  direct  dilator  effect  of  cafTeitie  hus  sometimes  been  observed 
in  the  coronary  vessels  of  the  heart,  and  has  led  to  the  use  of  caffeine 
ill  coii<litions  in  wliich  narrowing  of  these  vessels  is  diagnosed.  Theo- 
broTuiiie  an<l  xanthine  have  an  action  on  the  heart  and  vessels  similar 
to  that  of  caffeine. 
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In  the  frog's  heart,  caffeine  Id  small  quantities  accelerates  and 
stren^hens  the  beat  for  a  short  time»  while  larger  amounts  slow  the 
beat  and  lessen  the  relaxation  of  the  heart, 
which  finally  passes  into  rigor  resembling 
that  seen  in  the  skeletal  muscles. 

The  Eeapiratioii  is  quickened  by  cafFeine* 
owing  to  a  stimulant  action  on  the  medul- 
lary centre.  This  is  seen  in  the  improve- 
ment of  the  respiration  in  cases  of 
dangerous  poisoning  with  alcohol,  opium 
and  other  drugs  which  prove  fatal  by  de- 
pressing the  centre^  but  is  much  less 
marked  in  normal  animals.  The  quicker 
respiration  is  often  more  shallow  tljan 
before  the  administration  of  caffeine, 
but  the  total  air  breatlied  is  increased 
and  the  blood  is  better  aerated;  the  les- 
sened content  of  carbon  dioxide  in  the 
blood  causes  the  breathing  to  be  shallower 
through  lessening  the  stimulus  to  the 
respiratory  centre.  The  action  of  caffeine 
on  the  centre  is  thus  diametrically  op- 
posed to  that  of  morphine. 

The  Temperature  has  been  found  to  be 
raised  by  caffeine  through  its  action  on 
the  nervous  centres  and  perhaps  on  the 
muscles.  The  increase  is,  however,  com- 
paratively insignificant  (0.5-1®  C.)  and 
is  seen  only  in  cases  in  which  an  almost 
poisonous  dose  has  been  used. 

The  Alimentary  Tract  is  not  often 
affected  by  tlieobromine  and  caffeine, 
but  after  either  of  them  <liscomfort  and 
loss  of  appetite  are  sometimes  com- 
plained of,  probably  owing  to  changes  in 
the  gastric  mucous  membrane.  These 
are  much  more  marked  after  even  small 
doses  of  theophylline,  and  small  hemor- 
rhages and  erosions  have  been  found  in  the 
stomach,  bothin  man  and  animals  ( Allard). 

Eidoey, — The  most  important  property 
of  caffeine  from  a  therapeutic  point  of 
view  is  its  power  of  increasing  the  secre- 
tion of  urine.  It  is  an  every  day  experiejice 
that  strong  coffee  or  tea  increases  the 
urine  to  a  much  greater  extent  than  the 
same  amount  of  water^  and  this  has  been  shown  to  be  due  to  the  caf- 
feine contained  in  these  beverages.  Caffeine  injected  intravenously  iu 
10 


Caffeine  dmreBiB  in  n  rabbk.  The 
finnmiDt  of  uhiie  pus«d  in  tcD 
minutcB  ifl  represented  by  tb« 
btteht  of  the  reotangles.  The  fint 
of  these,  /I'-^.repreKot  the  normft) 
ttrcretion  Ax  B  n.  sinall  doBe.  ojid 
ftt  C  A  large  don  of  cafTein«  was 
injected  iDtrftvenouily,  *nd  the 
oecretioD  ia  Accordinjicly  inrreawd. 
The  shaded  part  of  the  rcctaDElec 
tepresenls  the  amount  of  aoMds  ia 
the  urine.  It  will  be  uoted  that 
theae  aj-e  increased  but  not  ia  tb« 
aame  ratio  aa  the  Suld.  The  dotted 
line  representa  the  average  height 
of  the  blood-preasure  during  each 
period  of  ten  tniDUtea. 
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the  rabbit  has  a  similar  diuretic  effect,  though  there  is  often  a  short 
preliminary  period  in  which  the  secretion  is  actually  ditniiiished ;  this 
is  eapccially  marked  when  the  injection  is  made  rapidly,  and  may 
arise  from  circulatory  changes  or  perhaps  from  the  action  of  an  over- 
whelming dost  in  the  kidney  itself. 

Some  observers  have  attempted  to  explain  the  increase  in  the  urine 
as  due  to  tlie  dilatation  of  the  renal  ve^ls,  but  the  general  view  is 
that  this  dilatation  is  merely  the  accompaniment  of  the  augmented 
activity  of  the  kidney  and  not  its  cause.  Most  investigators  hold 
that  the  diuresis  arises  from  direct  action  on  the  renal  cells,  but 
much  diversity  of  opinion  remains  as  to  the  nature  of  this  action- 
The  simplest  view  is  that  it  alters  the  permeability  of  the  glomerular 
capsule  and  thus  allows  of  a  more  rapid  filtration  through  it>  The 
rapid  flow  of  this  fluid  through  the  tubule  renders  the  reabsorption 
less  complete,  so  that  more  of  the  glomerular  flitrate  reaches  the 
ureter  than  usuah  The  dilation  of  the  renal  vessels,  which  is 
stated  to  occur,  but  has  not  been  satisfactorily  established,  would 
reinforce  this  direct  atlion  on  the  kidney  cells.  The  subject  requires 
further  investigation  by  modern  methods. 

Caffeine  does  not  injure  tlie  kidney  even  when  it  is  given  in  large 
doses  and  for  prolonged  periods;  it  thus  differs  from  most  other  diuretics 
and  may  be  administered  in  renal  disorders  without  risk  of  increasing 
the  lesions. 

In  the  caffeine  diuresis  the  fluid  part  of  the  urine  is  increased  chiefly, 
but  the  solids  also  undergo  an  augmentation,  though  not  to  the  same 
extent.  Among  the  solids  the  chief  increase  is  seen  in  the  sodium 
chloride,  the  nitrogenous  constituents  undergoing  less  alteration, 
although  they  also  rise  'n\  amount.  The  dilution  of  the  urine  reduces 
the  concentration  of  acid,  and  in  addition  the  alkali  of  the  blood  escapes 
through  the  kidney  in  larger  quantity,  so  that  the  urine  in  caffeine 
diuresis  is  more  nearly  neutral  and  is  less  irritant  to  the  urinary  passages 
than  normally-' 

The  excretion  of  large  quantities  of  fluid  in  the  urine  is  of  course, 
accompanied  by  a  diminution  of  the  fluids  of  the  blood,  but  the  latter 
soon  recuperates  itself  from  the  tissues.  If  there  is  any  accumulation 
of  liquid,  such  as  oedema,  it  is  drained  into  the  blood  to  replace  the 
fluid  thrown  out  by  the  kidney,  and  caiTciue  may  accordinglj^  be  used 
to  remove  cedema  or  dropsy  in  this  way.  If  no  snch  accumulation, 
exists,  the  blood  draws  on  the  fluids  of  the  intestine  and  stomach,  and 
their  withdrawal  leads  to  the  sensation  of  tliirst.  As  a  diuretic,  caffeine 
is  distinctly  inferi(*r  to  theobromine  i  in  the  first  place,  because  the 
diuresis  is  less  certain  and  is  often  accompanied  by  nervous  symptoms — 
sleeplessness  and  restlessness;  and  secondly,  because  the  increase  in  the 
secretion  is  smaller  and  lasts  for  a  shorter  time.  Theophylline  is  said 
to  act  on  the  kidney  even  more  powerfully  than  theobromine, 

■  A  Bm&Il  amount  of  eitgar  is  often  found  In  the  urine  of  rabbil:«  after  cafTeine,  and 
thin;  has  bean  staled!  to  arise  from  an  cxeesa  of  BUgar  ia  th^^  blood;  this  hyperglyccBmia 
appean  to  proceed  from  vxoesaive  «cr.ion  of  the  aupraronal  glands  from  the  eEoitemeut 
ui  rabbits,  and  htm  tw  clinical  siftiificatioa  <3tetiBtrom}. 
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EzcretioD. — Caffeine  is  excreted  in  the  urine  to  a  very  small  extent 
aa  such.  During  its  passage  tlirough  the  body  it  loses  its  methyl 
groups  and  first  becomes  dimethyl-  and  then  m on omethylxan thine. 
Eventually  xanthine  is  formed  and  this  prohably  breaks  up  into  urea. 
In  the  urine  are  found  small  quantities  of  the  unchanged  drug,  accom- 
panied by  larger  quantities  of  dimethylxantliine  and  monomethyhan- 
thine.  Aftet  theobromine  and  theophylline  some  of  the  uncharged 
drug  is  found  in  the  urine  along  with  monomethylxanthine.  The 
uric  acid  of  the  urine  is  not  increased  by  any  of  these  drugs. 

The  exact  order  in  which  the  methyl  groups  are  lost  in  the  tissues  appeara 
to  differ  in  different  animals;  in  the  dog  all  three  iBomeric  dimethylxanthines 
are  formed  from  caffeine  and  after  lar^e  dosea  appear  in  the  uriDe,  although 
theophylline  predorainatea,  while  in  the  rabbit  and  in  man  paraxanthine  ia 
formed  in  larger  amounts.  The  monomethybumthiiies  are  also  excreted  in 
different  proportions  in  different  animals^  heteroxanthine  prevailing  in  man 
and  the  rabbit. 

Tolerancfi. — A  certain  degree  of  tolerance  is  acquired  from  the  pro- 
longed use  of  coffee,  tea,  or  chocolate,  as  is  shown  by  the  absence  of 
diuresis.  Apparently  the  caffeine  and  its  allies  undergo  more  rapid 
d^truction,  but  this  does  not  explain  the  tolerance  completely,  for 
even  after  prolonged  administration  large  quantities  of  these  Ixtdiea 
may  be  obtained  from  the  tissues,  which  must  have  ceased  to  react  to 
them,  as  well  as  learning  to  destroy  them  more  rapidly  than  normally. 

Theobromine  resembles  caffeine  in  its  effects  except  that  it  has  little 
or  no  action  on  the  central  nervous  system.  It  is  esteemed  a  more 
powerful  diuretic  and  generally  has  no  other  effects  in  man.  When 
large  doses  are  taken  for  some  time,  it  tends  to  act  on  the  stomacht 
causing  loss  of  appetite  and  nausea. 

Theophyllina  or  Theocine  is  the  most  powerful  diuretic  of  the  group, 
but  in  a  number  of  cases  has  a  deleterious  action  on  the  stomach  and 
in  several  instances  epileptiform  con\'ulsion3  have  followed  its  use. 

Preparations, 

Caffeina  (U.  S.  P.J  B,  P.),  long,  white,  silky  crystals,  without  odor,  but 
pooBessiog  a  bitter  taste,  soluble  in  46  parts  of  cold  water,  more  bo  in  boiling 
water*  0.16  G,  {2i  graO;  B.  P.,  1-5  gre.  Caffeine  ia  best  preacribed  either  in 
powder  or  in  tableta.  It  may  also  be  gi\^n  in  water  with  aahcylate  of  sodium, 
which  aids  ite  solution.   The  two  following  preparations  are  unsatisfflctory : 

Caffeina  CitToia  {U.  P.),  CaffeincB  Citrax  (B.  P.)^  a  white  powder  consisting 
of  a  weak  chemical  combination  of  citric  acid  and  caffeine,  It  is  decomposed 
by  mij^ture  with  more  than  3  parta  of  wat«r>  0.3  G,  (5  grs.);  B.  P.,  2-10  grs, 

Cafeina  Citrata  E^ervescen*  (U.  S,  P.),  Coffeince  Citra^  E^ervescens  (B.  P.)j 
a  mixture  of  citrated  caffeine  with  sodium  bicarbonate,  tartaric  a2id  citric  acids. 
On  throwing  the  powder  in  water  It  effervea<;e8f  ofting  to  the  acids  acting  on 
the  bicarbonate  and  liberating  carbonic  acid.  This  preparation  contatna  only 
3  per  cent,  of  caffeine.  Dose,  4  G.  (60  gra.) ;  B.  P.,  60-120  gre, 

Caffeina  Sodio-benzoas  (U-  8.  P.),  a  mixture  of  equal  parte  of  caffeine  and 
Bodiinn  benzoate,  dissolves  in  about  its  o^iii  weight  of  water.  Doae  by  mouth 
0,3  G.  (5  gra.),  hyjiodeniiit-ally  0.2  G,  (3  grs,), 

Tbeobromin'A  (unofficial)  is  a  crystalline  powder  even  less  st^luble  than 
caffeine,  and  ia  absorbed  with  difficulty  when  given  alone.    It  is  generally 
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pffBtrnltfrf  in  datem  <d  0^  C.  (S  gn.)  thm  time*  a  dmf,  bat  qamatitiea 
be  tpnssL  Bokitintm  of  Mlt^rkte  of  aodiim  dmolwe  it  audi  mm  readilj' 
1MB  pane  wnter. 

IwMiCJOiaxA  Soon  Sauctua  fB.  P.),  TteMBoiccrji  Boimo-S4UCTi.as 
(U.  8.  P.),  EhuBxnm,  m  «  mixture  of  sodtosfr-ibeobfoainie  with  nliejbte  of 
gwtiiim  in  a^vproxiinateij  moieciilar  proportiona^  and  is  Mloble  in  one  pirt  of 
water.  I>aae,  1  G.  (15  m.)  in  pnnjer  form  or  in  aoiation. 

Thtophffiim  (0.  P.)  or  thnoeine  n  a  white  oTatalliBe  powder,  eliglitly 
■obUe  in  wftt«r.  Dose^  0.25  G,  (4  grs,)  In  powder  or  tablets. 

It  m  preferBbfe  tfi  tlierapevtici  to  use  the  pure  pnnnpleg  rather  than  socb 
impure  formfl  fti Ou&raoA  (U.S.  P-)»or  Kola  nai. 

t^erapeatic  Uflet.— The  action  of  caffeine  on  the  central  nervous 
system  has  led  to  it^  employment  in  a  number  of  different  conditions. 
Tbtts«  m  nervous  exhaustion  It  may  be  used  to  stimulate  the  brain,  and 
in  collapse  its  action  on  tbe  respiratory  centres  has  been  found  of 
value.  In  narcotic  poisoning;  with  failing  respiration,  caffeine  may  be 
used  to  stimulate  the  centre  in  place  of  strychnine  or  atropine;  in 
opium  polaoning  more  particularly,  strong  coffee  has  long  been  used, 
but  caffeine  might  be  substituted  writh  advantage.  Its  stimulant 
action  on  the  brain,  and  more  especially  on  the  respiration,  renders 
it  an  antidote  in  dangerous  cases  of  alcoholic  poisoning  also.  Some 
forma  of  mi^ratne  and  headache  are  relieved  by  caffeine^  but  in  others 
it  seems  rather  to  intensify  the  pain;  this  effect  probably  arises  from 
the  Jtction  on  the  brain  and  may  be  compared  to  the  relief  of  fatigue; 
headache  is  often  treated  by  a  mixture  of  caffeine  and  one  of  the  anti- 
pyretic series,  such  as  phenacetine. 

Caffeine  has  been  used  in  diseases  of  the  heart  on  the  supposition 
tlmt  it  increases  the  power  of  the  heart  like  digitalis^  for  which  it  is 
often  said  to  be  a  substitute.  But  it  has  not  any  action  on  the  heart 
\n  such  cjLiantities  as  can  be  used  in  therapeutics,  and  its  use  for  this 
purpose  is  not  founded  on  any  accurate  clinical  observations.  Its 
reputation  as  a  cardiac  stimulant  may  probably  arise  from  its  efiScacy 
in  removing  dropsy  in  heart  disease,  but  this  is  the  result  of  its  renal 
action  and  the  heart  is  not  affected  directly. 

In  their  action  on  the  kidney  the  members  of  tbe  caffeine  series 
stand  preeminent,  no  other  drag  producing  such  a  copious  6ow  of  urine 
as  either  caffeine  or  theobromine.  As  has  been  explained  already^  the 
latter  is  to  be  preferred  to  caffeine  as  a  diuretic,  and  may  be  used  in 
all  cases  in  which  there  is  a  pathological  accumulation  of  fluid  in  the 
body,  whether  of  cardiac,  hepatic,  or  renal  origin.  The  results  are 
most  brilliant,  however,  in  cases  of  cardiac  dropsy,  and  here  it  may 
be  prcscril>ed  along  with  one  of  the  digitalis  series.  It  must  be  em- 
piuisized,  however,  that  in  tliese  cases  it  cannot  supplant  digitalis,  but 
merely  uids  in  the  removal  of  the  tluid.  In  cases  of  hepatic  dropsy, 
caffeine  and  theobromine  have  also  proved  of  service,  although  here 
the  treiitinent  can  only  be  considered  palliative.  In  renal  dropsy 
theobromine  haa  Ijeen  uscil  with  somewhat  variable  results;  it  does 
not  seem  to  increase  the  albumin  in  the  urine*  but  not  infrequently 
little  or  no  diuresis  follows  its  administration.  This  is  only  to 


infrequently 
>  be  expected 


where  the  renal  cells  are  in  such  a  condition  as  tobeincapahleof  respond- 
ing. Where  the  disease  is  less  de^'eloped,  the  members  of  this  series 
produce  the  usual  increase  in  the  secretion*  The  question  of  the  use 
of  these  diuretics  in  renal  disea^  is  still  undecided  and  requires  further 
accurate  observation.  In  experiiuental  nephritis  In  anbaals  they  often 
act  efficiently  in  washing  out  the  detritus  of  the  tubules,  but  it  is 
unknonn  whether  they  have  any  permanent  beneficial  etfect. 

Inflammatory  effusions  do  not  seem  to  be  lessened  to  any  marked 
extent  by  either  caffeine  or  theobromine. 
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ActiuQ  of  LbeobromiDe  la  cardiac  dropsy,  A  case  of  cardiac  dropsy  treated  with  diurc- 
tiiie  {tbeobromine-aodium  uUcyEate}  durins  the  period  marked  with  the  blaclc  tioe  below. 
DoaCi  10  fsn.  three  Umn  a  day.  Tb«  unne  per  day  in  ouneea  ia  marked  id  the  uabroleen 
line.  The  body  weight  fell  coutitiUDU&ly  (dotted  line)  OA  tbe  dropsy  disappeared,  aud 
whftDL  Lhe  normal  weight  of  almost  80  pounds  was  reached,  th«  diurcsii  became  ]ea»  marked, 
u  there  wa«  no  longer  v>  much  fluid  to  draw  upon. 

Other  efficient  diuretics  are  the  saline  diuretics  (p.  296),  and  the 
mercurial  ^Its.  Digitalis  and  its  allies  also  promote  diuresis,  but 
mainly  indirectly  by  improving  the  circulation. 

Coffde  and  Tea. 

Coflee  is  not  used  in  medicine,  but  in  view  of  its  immense  dietetic 
importance  it  may  be  mentioned  here  in  what  respects  it  differs  from 
the  pure  caffeine.  The  coffee  bean  contains  about  0.6H3.7  per  cent, 
caffeine,  and  a  cup  of  coffee  is  equivalent  to  1^3  grs.  of  caffeine  along 
with  some  volatile  substances,  such  as  furfuralcohol,  produced  by 
the  roasting;  these  have  been  called. Co/ton  and  resemble  in  their 
action  the  volatile  oils. 

T^a  contains  a  larger  percentage  of  caffeine  (about  lJ-2  per  cent,)p 
but  as  less  tea  is  used  than  coffee,  each  cup  may  be  considered  to  con- 


3UBSTASCES  ACTISG  ATTKR  ABSOMRTIOS 


taiD  I  ^-3  gra.  In  gmn  tta.  there  b  a  ctmsi(icr»kie  qoModty  of  a  volAttle 
ot)  which  aJ:M>  pa.^^  Into  the  m/usion,  BJtd  the  ftrror  of  black  tea  also 
aroca  from  voUtile  suboUoco  ( Tkmm),  Both  Made  and  grmi  tea  ooo- 
tain  ahoot  7  per  eeaL  of  tanitie  acid,  hot  tbk  b  only  extracted  slowly. 

The  bitter  taste  in  tea  that  had  been  pcepared  too  loog  b  due  to  the 
tannic  acid  paaaing  into  sohitton. 

The  wakefulneaa  ai>d  the  relief  from  fatigue  vhich  are  produml 
by  tea  and  coffee  are  tmdoubtedly  due  to  the  caffciiie  contained  in 
them,  and  are  to  be  ascribed  to  the  central  actioo  ekiefl>-,  although 
itd  action  on  the  muscles  may  also  be  of  some  \'aiue  bm.  On  the 
other  hand,  the  feeling  of  well^beic^  and  comfort  produced  by  coffee 
after  a  full  meal  is  similar  to  the  carminatiTe  effects  of  the  volatile 
oils  and  appears  to  be  due  to  the  local  action  in  the  stomach  of  the 
volatile  constituents  of  coffee.  Apart  from  this  local  actSoDp  these 
volatile  bodies  seem  to  have  no  effect  whatever  on  the  economy.  It 
is  stated  that  caffeine  accelerates  slightly  the  action  of  the  digestive 
ferments  out»de  the  body,  but  that  coffee  and  tea  retard  iL  And  when 
coffee  and  tea  are  introduced  directly  into  the  stomach  of  animals, 
the  former  la  found  to  cause  a  transient  rise  in  the  secretor>-  activity, 
while  the  latter  arrests  secretion  at  once;  but  it  is  possible  that  the 
psychicai  effect  of  the  taste  in  man  may  alter  this  effect.  Coffee  b  said 
to  increase  the  peristaltic  movements  of  the  intestine,  while  caffeine 
has  no  effect  on  them.  There  is  a  widespread  belief  that  excessive 
tea-drinking  dtsturbes  gastric  digestion  and  this  has  generaHy  been 
attributed  to  the  tannic  acid  contained  in  it.  It  is  not  unlikely  that  the 
caffeine  and  theophylline  may  also  play  a  part  in  this  gastric  action 
by  causing  irritation  of  the  mucous  membrane. 

It  was  formerly  stated  that  coffee  lessened  the  tissue  change  and 
that  it  ought  therefore  to  be  included  among  foods,  but  it  has  been 
shown  conclusively  that  far  from  lessening  the  metabolism  of  the  body, 
coffee  and  tea  increase  it,  the  amount  of  urea  and  carbonic  acid  excreted 
being  considerably  augmented  by  their  use.  This  is  only  to  be  expected 
from  the  increased  activity  of  the  ner\'ous  centres,  which  leads  to 
increaseti  movement  and  increased  consumption. 

Chocolate  contains  theobromine  (0.5-1  per  cent.),  instead  of  caf- 
feine, and  l>esides  this  a  large  amount  of  fat  (cacao-butter,  15-50  per 
cent.),  starch  and  albumins.  The  theobromine  does  not  possess  the 
stimulant  action  of  caffeine  on  the  nervous  system,  and  chocolate  may 
therefore  be  taken  where  coffee  or  tea  produces  wakefulness.  The 
starch  and  fat  are  assimilated  by  the  tissues  so  that  chocolate  is  a  true 
food.  But  Neumann  finds  that  cocoa  retards  the  absorption  of  the 
proteins  arid  fata  of  the  food,  especially  those  forms  of  cocoa  in  which 
the  fat  has  been  partially  removed.  On  the  other  hand,  cocoa  with  a 
large  percentage  of  oil  delays  the  gastric  secretion  and  may  give  rise 
to  a  feeling  of  heaviness  and  discomfort  in  the  stomach.  Its  con- 
tinued use  may  cause  dyspepsia,  partly  from  this  cause  and  partly 
from  theobromine  acting  on  the  gastric  mucous  membrane.  There  is 
no  question  that  the  food  value  of  cocoa  and  chocolate  is  often  over- 


estimated.  It  allays  hunger,  but  this  is  only  in  part  from  its  being 
a  food,  the  local  detrimental  effect  on  the  gastric  mucous  membrane 
tending  to  lessen  appetite. 
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Minor  Diuretics. 

A  large  number  of  vegetable  drugs  have  enjoyed  a  reputation  in  the 
past  as  diuretics  but  are  passing  into  disuse.  Many  of  them  owe  their 
position  merely  to  the  large  quantities  of  water  in  which  they  are  taken; 
and  some  of  them,  such  as  barley,  only  lend  body  and  taste  to  water. 
Others  have  a  slight  diuretic  action  in  themselves  but  are  superfiuouB 
since  the  introduction  of  caffeine  and  its  allies. 

Uva  Ursi,  the  leavfe*  of  the  bearberry,  Arctostaphylos  Uva  Ursi^  and  of  allied 
plAnta,  contains  two  glucosides,  Arhutin  and  Metfiylarbutin^  along  with  large 
qiionlities  of  tannin  and  aome  inactive  bodiea.  These  glucosidea  are  decom* 
posed  by  the  action  of  acids  or  of  emulsin  into  glucose  aad  hydroquinone  or 
methylliydroquinone,  and  this  change  eeems  to  occur  in  the  body,  for  some 
faydroquinone  appears  in  the  urine  though  mo^  gf  the  arbutin  \s  excreted 
uDcbanged;  it  la  not  unlikely  that  the  decompositiou  occuib  from  bacterial 
actioa  in  the  intestine. 

Uva  ursi  is  found  to  have  some  diuretic  action,  which  is  obvioualy  due  to 
its  acting  on  the  renal  epithehumj  and  the  urine  is  found  to  undergo  putre- 
faction much  more  slowly  than  usual.  Both  the  diuretic  and  the  antiseptic 
aetioa  appear  to  be  due  to  the  undecomposed  arbutin,  though  the  hydroqui- 
none  may  reinforce  the  glucoside  in  retarding  putrefaction. 

The  urine  is  often  dark  in  color  after  uva  ursi  or  arbutin,  and  this  tint  deep- 
«na  when  it  Is  allowed  to  stands  from  the  hydroquinoae  undergoing  further 
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oxidation;  a.  similar  chaoge  occurs  in  carbolic  acid  poisoning.  When  decompo- 
sition of  the  urine  occurs  in  the  blftdderj  &a  in  cystitis,  the  urine  nisy  have  this 
d&rk  color  when  paased. 

Large  quanliUcs  of  uva  ursi  cause  nausea,  Tomittng,  and  diarrhoea,  but 
Lewin  states  tliat  this  disturbance  of  the  aUmentary  canal  may  be  avoided 
by  adniinistering  the  glucoaidea  instead  of  the  cruder  preparations. 

Buohu,  the  leases  of  fseveraJ  species  of  Baroamar  contams  a  volatile  oil,  which 
is  excreted  by  the  kidneys  and  increa^  the  urine  slightly;  it  also  has  a  feeble 
antiseptic  action  in  the  urine. 

Scoparius,  the  tops  of  the  common  broom  plant  (Cytiaus  scopariua),  con- 
tains a  resinous  substance,  fcopan'n,  which  seenis  to  act  on  the  kidney  as  a  mild 
diuretic  and  accouuts  for  the  reputation  which  broom-tops  have  long  enjoyed. 
The  alkaloid  sparteine^  which  also  occurs  in  scoparius,  has  no  action  on  the 
kidney. 

Many  other  resinous  bodies  are  used  in  popular  medicine  to  increase  the  urine^ 
but  have  little  or  no  effect.  Among  these  may  be  mentioned  Zea,  or  cornsilkj 
and  Chimaphila  or  pipsissewa.  Cubebs^  Copaiba,  and  Cantharides  have  some 
action  as  diuretics  but  are  more  useful  for  their  other  effects. 

Preparations. 

TTya  TTrai  (D.  S.  P.),  Utbb  Ursi  Folia  (B,  P.),  the  leaves  of  Arctostaphylos 
Uva-ursi  (bearberry). 
Ftuidexiradum  Uva  UtH  {U.  S.  P.),  2  mils  (30  luins.). 
Infusum  Vvm  UrH  (B.  P.)i  4-1  A-  oz* 

Arbutin  has  been  adviaed  in  doses  of  1-4  G.,  in  sweetened  Holution* 

Buchu  (U.  S.  P.)r  Buchu  Folia  (B.  P.),  the  leaves  of  Baroama  betulina. 

Fluidextr actum  Buchu  (U.     P.),  2  mils  (30  mins.)* 

Infusum  Buchu  (B.  P.),  l'-2  fl.  oz. 

Scop&rii  Cacmnina  (B.  P,),  the  tops  of  Cytisus  scoparius  or  broom,  is  used  in 
the  form  of  an  infusion  (B.  P.  1-2  fl,  03;,),  or  a  decoction  (1  oz.  to  the  pint  of 
water),  i  pint  in  tweuty-four  hours. 

Therapeutic  Uses. — These  druga  are  all  used  as  mild  diuretics  and  disitifectanta 
of  the  urinary  tract,  and  are  generally  prescribed  along  with  more  powerful 
remedies.  They  give  rehef  in  catarrh  and  inflammation  of  the  bladder  by  dilut- 
ing the  urine  and  thus  rendering  it  less  acid  and  leas  irritant  to  the  inflamed 
mucous  membranes. 

Vm.  SALINE  DIURETICS. 

The  amount  of  urine  is  increased  by  all  solids  which  are  eliminated 
by  the  kidney,  as  well  as  by  an  excess  of  flnid  in  the  blood.  For  the 
kidney  is  unable  to  excrete  solids  except  in  solution,  and  every  molecule 
which  is  passed  through  it  carries  with  it  a  certain  amount  of  water  to 
augment  the  secretion.  Only  substances  which  can  circulate  in  the  body 
in  considerable  quantities  can  be  used  to  increase  the  urine  in  this  way, 
and  in  practice  the  chief  diuretics  of  this  class  are  comprised  in  the 
indifferent  salts  and  similar  harmless  bodies.  In  order  to  act  as  diuretics 
these  must  be  readily  absorVied  from  the  alimentary  tract  and  this 
excludes  a  large  class  of  salts  wliicli  increase  the  urine  greatly  when  they 
are  injected  intravenously,  but  which  are  absorbed  with  difficulty  and 
are  therefore  used  mainly  for  their  effects  on  the  intestine  (see  Saline 
Cathartics,  p«  103). 

Among  the  saline  diuretics  are  the  chlorides  of  sodium,  potassium 
and  ammonium,  though  these  are  seldom  prescribed  for  this  purpose; 
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their  diuretic  action  is  seen^  however,  in  the  treatment  at  spas  and 
wratering-places.  The  cerebral  action  of  the  bromides  precludes  their 
use  as  diuretics,  though  an  increased  secretion  of  urine  accompanies 
their  use  iu  therapeutics.  The  iodide  of  potassium  is  often  added  to 
other  diuretics  to  reinforce  their  action,  but  is  liable  to  induce  other 
symptoms  when  given  in  large  quantities^  The  typical  saline  diuretics 
are  the  nitrates  of  the  alkalies  and  the  urea  group. 

The  Nitrates  have  a  cool,  saline  taste,  and  ordinary  doses  taken  in 
water  have  no  effect  except  an  augmented  flow  of  urine.  They  have 
long  been  used  as  diuretics,  more  especially  the  nitrate  of  potassium, 
The  diuresis  is  generally  attiibuted  to  the  salt^ction,  which  increases 
the  exchange  of  fluid  between  the  blood  and  IvTnph  and  thus  promo,tes 
the  filtration  in  the  kidney.  The  presence  of  nitrate  and  potassium 
ions  in  the  filtrate  retards  the  reabsorption  of  fluid  in  the  tubules  ajid 
thus  le^s  to  a  larger  proportion  reaching  the  ureters* 

Large  quantities  in  concentrated  solution  may  cause  gastro-intestinal 
irritation,  giving  rise  to  pain  in  the  stomach  regioOj,  nausea,  vomiting  and 
sometimes  diarrhcea,  and  blood  may  be  present  in  the  vomited  matter 
and  in  the  stools.  The  urine  is  often  abundant,  hut  may  be  scanty  or 
entirely  suppressed.  In  rare  cases  these  sjTuptoms  were  followed  by 
muscular  weakness^  apatliy,  collapse,  and  eventually  coma  and  death. 
At  the  autopsy  the  stomach  and  intestines  were  found  red  and  con- 
gested, and  contained  blood  extravasations.  The  kidney  is  said  to 
have  presented  the  symptoms  of  acute  nephritis  and  hfcinorrhages  in 
some  cases  of  poisoning. 

The  effects  of  nitrates  are  for  the  most  part  those  of  an  indif- 
ferent and  diffusible  salt^  but  it  is  possible  that  this  may  be  rein- 
forced by  some  further  irritant  action,  for  smaller  quantities  of  the 
nitrates  than  of  the  chlorides  are  sufficient  to  induce  irritation,  and 
solutions  of  the  nitrates  botonic  with  the  blood  cause  irritation  and 
congestion  in  the  intestine  and  are  slowly  absorbed.  This  irritant 
^ect  of  the  nitrates  has  been  explained  by  B'mz  and  Barth  as  the 
result  of  the  reduction  of  the  nitrates  to  nitrites  iri  the  alimentary 
canal  and  tissues,  but  no  symptoms  of  nitrite  action  seem  to  have  been 
observed  in  cases  of  poisoning  with  nitrates.  Haldane  has  recently 
shown  that  nitrite  is  formed  from  the  nitrate  used  in  the  preservation 
of  meat  by  salting,  and  that  some  nitrous^oxide  hsemoglobin  is  formed 
and  gives  a  bright  red  color  to  the  meat.  The  presence  of  this  pigment 
may  perhaps  explain  tlie  red  color  of  the  intestine  in  some  cases  of 
poisoning  in  which  eictrax'asations  of  blood  are  not  marked. 

The  fate  of  tKe  nitrates  in  the  body  is  still  obscure  owing  to  difficulties 
in  their  quantitative  estimation.  Some  of  that  ingested  undergoes 
reduction  in  the  alimentary  tract  and  tissues,  for  the  nitrite  reactions 
are  given  by  some  organs  and  by  the  urine.  And  it  seems  likely  that 
A  portion  may  undergo  still  further  reduction  to  ammonia  or  some  of 
its  compounds.  Most  of  it  appears  in  the  urine  as  nitrate  when  large 
doses  are  given,  but  some  investigators  state  that  after  moderate 
quantities  In  man  {l-Z  G.)  they  could  observe  no  nitrate  in  the  urine. 
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the  whole  hftvinf^  underjj^ne  some  change  m  the  passage  throtigh  the 
body.  Some  of  tlie  nitrate  seems  to  be  excreted  in  the  sa]iva  and 
pen{)iratJon,  poaedbly  unchanged,  although  it  is  rapidly  rednmi  to 
nitrite  tn  these  secretions,  and  may  in  fact  be  changed  to  thb  form 
in  the  secretory  cells, 

Grea  iri  the  course  of  its  excretion  through  the  kidney  carries  with  it 
a  comidt-rable  amount  of  water,  and  when  injected  intravenously  is  a 
powerful  diuretto.  It  is  rapidly  absorbed  from  the  intestine  and  is 
practically  devoid  of  action  in  the  tissues  even  in  large  doses.  Its 
diuretic  action  arises  from  its  retaining  water  from  being  absorbed  in 
the  tubules,  which  are  unable  to  take  up  the  urea  from  the  glomeruiar 
filtrate, 

Ammooium  Acetate  and  Citrate  are  tndifTerent  salts  but  undergo 
oxidation  in  the  tissues  and  finally  form  urea  which  acts  as  a  diuretic 
In  paHsing  through  the  kidney,  The>'  were  formerly  supposed  to  in- 
crease the  secretion  of  sweat  but  this  action  is  insignificant. 

pREPARAnONS. 

Pola9»ii  NitTOA  (0,  8,  p.,  B.  P.),  Nitre,  Saltptre  (KNOj),  0.5  G,  (S  gre.); 
B.  P.,  5-20  grs;  colorless  crystals  with  a  cool,  saline  taste,  very  soluble  in  water, 
prescribed  m  dilute  solution. 

Urea  (CO(KHi)i)»  colorl^  crystals  with  a  cool  saline  taste,  soluble  in  equal 
partfi  of  water,  Doae  1-4  G.  (15-60  gcs,),  in  solution. 

Therapeutic  U»ei. — The  saline  diuretics  are  seldom  used  except  as 
ingretlierit.H  of  diuretic  mixtures;  e.  g,,  along  with  digitalis,  or  to  render 
the  urine  more  ^lilute  and  thus  to  reduce  its  acidity  in  irritation  of  the 
geni  to-urinary  tract.  They  were  formerly  employed  largely  in  fevers 
and  in  various  disorders  of  the  metabolism^  such  as  rheumatism  or 
gout,  but  in  none  of  these  have  they  proved  useful.  The  nitrates  are 
to  l>e  given  with  care  when  there  is  any  irritation  of  the  stomach  and 
intestine.  Authorities  differ  as  to  whether  these  diuretics  may  be 
prescribed  in  irritation  of  the  kidney,  but  in  every  case  they  ought 
to  be  well  diluted. 

Paper  impregnated  with  saltpetre  is  used  in  asthma  by  burning 
it  in  the  aick  room,  when  the  pyridine  and  nitrites  relieve  the  spasms 
by  relaxing  the  bronchial  muscles.  Saltpetre  may  be  used  in  cigars 
or  cigarettes  for  the  same  purpose,  and  the  tobacco  may  contain  also 
the  leaves  of  belladonna  or  some  of  its  allies,  as  these  have  a  special 
action  on  the  bronchial  muscle. 
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PERIPHERAL  NERVOUS  ACTION. 

A  considerable  number  of  alkaloids  act  by  interrupting  the  passage 
of  impulses  from  the  central  nervous  system  to  the  peripheral  muscLes 
and  organs  in  the  same  way  as  if  the  nerves  were  divided  by  opera- 
tion, while  others  have  the  opposite  effect  of  generating  impulses  m  the 
periphery  which  arouse  these  peripheral  organs  with  results  which  are 
identical  with  tliose  following  stimulation  of  the  nerves  supplying  these 
organs.    The  point  of  action  of  these  alkaloids  has  been  definitely 


FiQ.  23 


0bv»in  of  thefp^ripher&t  iitfvouB  vrstem  atid  ita  coQaecUow  with  Ihe  eoDtral  uii; 
/,  ma  autonomic  nerve  Drtguiatios  from  tbe  cr&aiol  divi^oo  (O,  and  t^rmiQatuiB  io  K 
f&nflliDti  y»  from  which  ft  fibre  nins  to  invoLuntaiy  muscle;  Zi,  tn  &ulLonomic  «ytnpath«tio 
aerve  riling  in  the  doTSo-tumbar  cord  {D-L)  and  p'lttitie  to  a  eausUoo  from  which  &  fibre 
run*  to  UDatrifttcd  muscle;  III.  a  nwve  from  the  cervical  txjfd  running  to  ■tristed  cniucJe; 
IV,  k  WOKry  nerve  from  the  akin  to  th«  cervica]  cord;  V,  &n  iohtbitory^  And  K/,  a  motor 
sympathetic  fibre  tunning  to  gancUoa  cells  Itota  which  fibres  r&ach  iavoluctary  isuacie. 

ganglia  irherv  niootinc  acts;  At,  myoiieuraJ  iunctions  of  cranial  auionomic  nerve, 
where  atropine  act*;  C  indlcatea  the  point  where  curara  aetd:  Ac,  aetisory  enda  (fcfx^ni- 
tlfi9};Ad,  sympathetic:  myoaeiml  iiinctionB  (adrenalltie) :  motor  eympathetie  endinga 
{er^tAxine  and  odreaatine)- 

ahown  m  all  cases  not  to  be  the  nerve  fibres  themselves  but  the  appa- 
ratus in  which  they  terminate.  No  poisoa  is  kno^-n  that,  circulating  in 
tlie  blood,  affects  the  nerve  fibres  directly;  all  effects  which  at  first  sight 
appear  to  suggest  this  have  been  prove^i  to  arise  from  action  at  the 
origin  of  the  neuron  in  the  central  nervous  system,  or  at  its  termina- 
tion in  the  periphery.  Among  these  terminations,  tJie  peripheral  ones 
of  the  afferent  nerves  {Fig,  23,  Ac)  seem  peculiarly  resistant  to  the 
action  of  drugs^  for  with  the  exception  of  acotiittne  and  its  allies,  no 
drug  is  known  to  affect  these  when  it  reaches  them  by  way  of  the  cit" 
cuhition;  on  the  other  hand  many  drugs  exercise  a  powerful  action  on 
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them  when  appiitti  to  tliem  directly,  that  is,  in  quantities  which  if 
(urrit'il  in  tlie  blood  would  prove  fatal  from  action  elsewhere. 

Tilt'  efTerent  nerves  are  divided  into  two  great  classes  which  differ 
iii  many  resjx-'cts  (Fig.  23).  The  first  consists  of  those  which,  emerging 
from  Hie  central  nervous  system  run  direct  to  the  voluatarj'  muscles 
and  terminate  in  expansions  on  the  muscle  fibres  (Fig.  23,  ///).  Certain 
drugs,  of  which  curara  is  the  type,  interrupt  the  connection  between 
these  ner\'es  and  the  muscles,  so  that  stimulation  of  the  nerve  no  longer 
causes  contraction  of  the  muscle,  although  direct  stimulation  of  the 
muscle  has  its  usual  effect-  Other  alkaloids  {e.  y.,  nicotine,  physostig- 
mine),  which  apparently  act  on  the  same  point  as  curara  but  in  tlie 
opposite  rlirection,  cause  fibriJIary  twitching  of  the  muscle  fibres;  but 
after  curara,  nicotine  and  physostigmine  are  ineffective  unless  in  very 
large  quantities  and,  on  the  other  hand,  the  effects  of  a  small  amount 
of  curara  may  he  removed  by  those  drugs- 

The  second  group  of  efferent  nerve  fibres  are  known  as  the  autonomic 
system  and  end  in  a  network  around  ganglion  cells.  From  these  ganglion 
cells,  fibres  proceed  which  again  terminate  in  a  network  over  a  number 
of  organs  and  muscles,  which  are  not  generally  under  the  control  of 
the  will  and  are  known  as  the  vegetative  organs.  An  impulse  travelling 
from  the  central  nervous  system  to  such  an  organ  as  the  heart  thus 
passes  through  two  sets  of  terminations,  those  in  the  ganglia  and  those 
on  the  muscle  or  gland  cell.  There  are  thus  two  points  at  which  druga 
may  interrupt  the  passage  of  impulses  or  at  which  they  may  originate 
new  impulses.  The  network  around  ganglion  cells  is  not  known  to  be 
affected  by  any  alkaloid,  but  the  ganglion  cell  which  is  enclosed  is  the 
seat  of  action  of  a  number  of  poisons,  of  which  the  type  is  nicotine. 
Stimulation  of  the  ganglion  cells,  such  as  occurs  under  small  quantities 
of  nicotine,  has  the  same  result  as  electrical  stimulation  of  the  ner%^e 
fibres  central  to  the  ganglion  (preganglionic)  or  between  the  ganglion 
and  the  peripheral  organs  (postganglionic);  the  same  effect  follows 
nicotine  after  the  preganglionic  fibres  are  divided,  but  no  action  is  seen 
if  the  postganglionic  fibres  are  divided  or  if  their  comiections  with 
the  organs  are  paralyzed  by  other  drugs.  Paralysis  of  the  ganglion 
cells,  such  as  is  caused  by  large  doses  of  nicotine,  has  the  effect  of  cutting 
off  the  impulses  from  the  central  nervous  system  and  electric  stimulation 
of  the  preganglionic  fibres  is  ineffective,  while  stimulation  of  the  post- 
ganglionic fibres  has  its  usual  effect,  and  drugs  acting  on  the  termina- 
tions of  these  fibres  are  unchanged  in  action.* 

All  the  autonomic  ganglia  react  in  the  same  way  to  nicotine,  but 
it  is  otherwise  with  the  connections  oE  the  postganglionic  neurons  with 
the  organs^  which  arc  the  only  other  points  at  which  drugs  can  act  on 
the  path  from  the  central  nervous  system  to  the  periphery.  Here 

1  Anatomicaily  \he  network  round  the  tE&QfliioQ  cell  cormponda  to  the  nerve  «nda 
in  voliLuUry  muscle  And  the  «do1os(kJ  gangtioD  ct;ll  to  this  muscU  fibre,  ll  U«  therelore, 
L&tATMtinK  l4  fiiid  thftt  B  number  of  druea  in^birh  act  on  the  niyuucuriil  jum^tioci  in  musdlfi 
■In  idTcct  tbv  KaDEUoo  oeUa^  eXKtnple*  tuv  oumra  &Qd  its  nlUea  and  tiipotbie.  On  tfa« 
OtbftT  huad  AOtne  Alk&luidB  which  on  the  myQucuraZ  juneUoiu  tn  voluntuy  muscl* 
afftet  thtt  myonoural  jutiction  of  tho  postCKtislioaic  &bro5  (phyvoaticmiDel. 
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it  is  found  that  certain  alkaloids  react  with  some  terminations  and 
not  with  others*  and  In  some  cases  this  has  been  correlated  with  their 
anatomical  origin,  in  others  with  their  physiological  function.  The 
autonomic  system  is  divided  into  two  great  groups,  the  sympathetic, 
wluch  originates  in  the  thoracic  and  lumbar  spinal  cord,  and  the  para- 
sympathetic which  rises  from  the  cranial  and  sacral  segments;  the  connec- 
tions of  the  postganglionic  fibresof  these  in  the  organs  show  marked  diver- 
gences in  their  reaction  to  drugs.  Thus  adrenaline  has  the  same  effect 
as  stimulating  the  whole  of  the  sympathetic  nerves  (except  the  sweat 
nerves)  and  lias  no  effect  on  the  paras\Tnpathetic  system ;  and  it  has  been 
shown  to  exercise  its  action  on  the  connections  between  the  postgang- 
lionic fibres  and  the  muscle.  Ergotoxine  similarly  selects  the  sjth- 
patfaetic  system,  hut  only  those  of  its  fibres  which  transmit  motor 
impulses,  the  inhibitory  fibres  remaining  unaffected;  and,  ngain,  the 
action  is  on  the  same  neuromuscular  connections  of  the  postganglionic 
fibres.  Stimulation  by  drugs  of  these  neuromuscular  connections  has  the 
same  effect  as  stimulation  of  the  nerve  fibres;  paralysis  cuts  off  the 
impulses  from  the  central  nervous  system,  and  also  from  the  ganglia 
and  postganglionic  fibres.  The  parasympathetic  fibres  are  selected 
by  atropine  and  muscarine,  though  their  action  is  not  limited  to  these; 
many  of  the  effects  of  atropine  can  be  shown  to  be  due  to  its  inter- 
rupting the  nerve-muscle  path  of  the  parasympathetic  system,  while 
similarly  muscarine  stimulates  the  same  points.  On  the  other  hand, 
some  of  their  effects  appear  to  arise  from  action  at  similar  points  on 
sympathetic  postganglionic  fibres.  Not  infrequently  the  motor  inner- 
vation oFan  organ  tsderived from  theparasj'mpatheticdivision,  while  the 
inhibitory  originates  in  the  sympathetic  or.  nee  versa,  the  cranial  may 
he  inhibitory  and  the  sympathetic  augmentor;  in  these  instances  the 
exact  action  of  a  drug  may  be  difficult  to  determine  owing  to  the  fact 
that  stimulation  of  the  augmentor  has  the  same  effect  as  paralysis  of 
the  inhibitory  terminations. 

It  was  formerly  taught  that  these  drugs  act  on  the  terminations  of  the 
nerves  which  are  recognizable  histologically.  But  it  has  been  shown 
in  many  instances  that  the  action  may  be  elicited  in  an  organ  whose 
nerves  have  been  divided  and  have  degenerated,  and  in  which  no  nerve 
terminations  survive.  It  is  obvious^  therefore*  that  the  drugs  do  not 
produce  their  effects  by  action  on  the  anatomical  nerve  end,  but  on 
something  lying  between  it  and  the  organ.  This  hypothetical  point 
has  been  termed  the  mv  oneural  junction  and  is  supposed  by  Langley 
to  contain  specific  receptors  which  combine  with  the  poisons.  The 
essential  characteristic  of  the  myoneural  junction  lies  in  the  fact  that 
it  does  not  degenerate  with  the  nerve  and  therefore  is  presumably  of 
muscular  origin,  while  on  the  other  hand  it  is  not  contractile  for  it  may 
be  paralyzed  (e.g.,  by  curara)  without  the  contractility  of  the  muscle 
being  altered.  It  is  convenient  to  continue  the  use  of  the  words  nerve 
ends  or  terminations  In  describing  the  action  of  these  alkaloids,  but 
these  must  be  understood  to  connote  not  the  anatomical  structures 
but  something  intervening  between  them  and  the  contractile  substance- 
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IX.  cuBABA  aaoup. 

Curara,  woorara,  urari  or  woorali,  is  an  arrow  poison  used  by  the 
natives  of  South  America,  who  prepare  it  by  extracting  the  bark  of 
plants  of  the  genus  Strychnos,  such  as  S*  toxlfera. 

Different  preparations  of  curara  were  found  by  Boehm  to  contain  diJTerent 
alkaloids.  That  formerly  obtainable  owed  ita  activity  to  Curarine^  but  the 
curara  now  exported  contains  Tvbocurarinet  which  resembles  curarine  in  its 
action,  and  Cun'rwi,  a  weaker  poison,  which  has  an  entirely  different  effect. 
Another  preparation  examined  by  him  contained  three  alkaloids,  Proiocurine, 
Protocuridine  and  Protocurarine,  the  last  of  which  is  the  most  powerful  of 
all  the  curara  alkaloids.  Most  of  the  experiments  on  which  the  statements 
regarding  curara  action  are  based,  were  performed  with  the  crude  drug,  but 
the  alkaloids  seem  to  have  a  very  similar  effect,  ^ith  the  exception  of  curine. 

Action. — ^The  chief  effect  of  curara  is  the  arrest  of  all  voluntary 
movements  through  an  interruption  of  the  connections  between  the 
peripheral  nerves  and  the  striated  muscle  fibres.  In  the  mamnaal  the 
muscles  give  way  one  after  the  other  until  the  animal  lies  helpless  on 
the  ground.  It  can  still  move  its  limbs,  but  cannot  recover  its  ordi- 
nary position,  and  soon  the  limbs  become  totally  paralyzed  and  the 
respiratory  movements  alone  persist,  although  they  too  are  slow,  we^k 
and  jerky*  Eventually  the  respiration  ceases  also,  and  asphj'xia  fol- 
lows but  is  not  betrayed  by  the  usu^^I  convulsions  owing  to  the  motor 
impulses  being  unable  to  reach  the  muscles.  The  heart  soon  fails 
from  the  asphyxia  and  not  through  the  direct  action  of  the  poison. 

In  the  frog  similar  symptoms  are  seen,  but  here  the  arrest  of  the 
respiration  is  not  necessarily  fatal,  as  the  skin  carries  on  the  exchange 
of  gases,  and  recovery  not  infrequently  occurs  after  two  or  even  five 
days  of  complete  paralysis.  The  cause  of  the  curara  paralysis  was 
demonstrated  by  the  classical  researches  of  Claude  Bernard  and  Kolli- 
ker»  If  the  sciatic  nerve  of  the  frog  be  stimulated  during  the  par- 
alysis no  movement  follows,  but  if  the  artery  of  one  leg  be  ligatured 
before  the  application  of  the  poison  this  limb  remains  unparalyzed 
and  reacts  to  reflex  irritation,  while  the  rest  of  the  body  is  perfectly 
motionless.  These  facts  can  only  be  interpreted  in  one  way;  the 
paralysis  is  peripheral  and  not  central,  and  may,  therefore,  be  due  to 
action  either  on  the  muscle,  the  nerve  trunks,  or  the  intermediate 
structures.  That  it  is  not  due  to  the  muscle  is  shown  by  the  fact  that 
direct  stimulation  causes  the  same  movement  as  usual.  On  the  other 
handf  in  the  experiment  in  which  the  artery  is  ligatured,  stimulation 
of  the  nerves  above  the  ligature,  that  is,  where  the  poison  has  access 
to  the  nerve  fibres,  causes  contraction,  so  that  the  nerve  trunks  do  not 
seem  affected.  This  may  be  shown  in  another  way;  if  a  nerve-muscle 
preparation  be  made  and  the  nerve  be  laid  in  a  solution  of  curara,  con- 
traction of  the  muscle  still  occurs  on  stimulation  of  the  nerve,  but  if 
the  muscle  be  laid  in  the  curara  solution  stimulation  of  the  nerve 
has  no  effect,  while  direct  stimulation  still  causes  contraction.  Curara 
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therefore  acts  on  the  connection  between  the  nerve  and  muscle  within 
the  muscle  itself  and  paralyzes  it  without  previous  stimulation. 

Action  on  Nerrft-enda.—Since  the  investigations  of  Bernard  and 
KoUiker,  the  action  of  curara  has  been  known  to  be  peripheral^  and 
it  has  been  tacitly  accepted  that  it  could  be  localized  in  the  anatomical 
structure  known  as  the  motor  end-plates.  Of  late  years  facts  have 
been  accumulating  which  seemed  difficult  to  reconcile  with  this  view, 
and  Langley  has  recently  shaken  its  foundations  by  showing  that  curara 
continues  to  act  after  the  muscle  plate  has  lost  its  function*  For  the 
action  of  nicotine  on  the  muscles  is  opposed  hy  curara.  not  only  in 
normal  muscles,  but  also  in  those  in  which  the  ner\^es  and  nerve-endings 
have  degenerated  through  section.  The  action  of  curara  here  must  be 
exerted,  not  on  the  end-plate,  but  on  some  undegenerated  substance, 
which  has  been  termed  the  myoneural  junction  and  which  normally 
serves  to  transfer  the  nerve  impulse  from  the  nerve-plate  to  the  actual 
contractile  substance  of  the  muscle. 

Here,  prhapa,  better  than  elsewhere  it  can  be  shown  that  the  condition 
of  "par^ysia*'  produced  by  poisons  is  analogoua  to  that  termed  by  physiol- 
ogiate  "fatigue^"  It  is  Ileiowd  that  on  stimulatuig  a  nerve  rapidly  by  electric 
ahockfl,  or  otherwiae,  the  muscle  at  tot  contracts  with  every  stimulation,  but 
eventually  ceases  to  respond,  owing  to  "fatigue"  of  the  nerve  endSj  that  is, 
to  their  inability  to  transmit  impvilsea  from  the  nerve  to  the  muscle.  If  now 
the  response  to  nerve  stimulation  of  a  muscle  to  whtch  a  minute  quantity  of 
curarine  has  been  applied^  be  compared  with  that  of  a  normal  one,  it  is  found 
that  the  poisoned  one  ceases  to  respond  much  sooner  than  the  other — i.  e,^ 
its  nerv'^e  ends  become  fatigued  much  itooner.  The  more  curara  is  applied, 
the  sooner  does  it  fati^e,  until  at  last  no  response  at  all  can  be  ehcited  from 
it.  The  *'paralysiB"  of  the  nerve  terminatioos  by  curara  then  is  of  the  same 
nature  as  physiological  "fatigue,"  and  other  conditions  of  ^'paralysis''  are 
also  analogous  to  tbose  produced  by  over-stimulation^  though  the  exact  condition 
of  the  paralyzed  organ  may  not  be  the  same  as  the  fatigued  one.  Thus  there 
is  some  reason  to  suppose  that  in  the  curarized  terminations  the  substance 
which  is  normally  consumed  in  transmission  is  present,  but  in  a  form  which 
cannot  be  utilised,  while  in  fatigue  it  has  all  been  exhausted  by  the  impulses 
which  have  already  passed  through. 

Curara  acts  first  on  the  nerves  of  the  toes,  ear  and  eye,  later  those 
supplying  the  limbs,  head  and  neck^  and,  last  of  all,  those  supply- 
ing the  muscles  of  respiration.  At  first  slight  movements  can  be  per- 
formed, because  single  impulses  can  pass  through  the  nerve  ends^ 
but  sustained  contractions  such  as  are  necessary  to  preserve  the  equi- 
librium, cannot  be  maintained,  and  the  animal  therefore  falls*  The 
intermittent  impulses  to  the  respiratory  muscles  still  allow  time  in  the 
interval  for  the  recovery  of  the  terminations^  but  as  the  intoxication 
proceeds  the  number  of  impulses  which  can  pass  through  becomes 
fewer  and  fewer,  and  the  movement  therefore  assumes  more  and  more 
the  character  of  a  jerk  and  eventually  ceases. 

Small  doses  do  not  affect  the  innervation  of  unstriped  muscle,  and 
the  strict  demarcation  of  its  action  is  seen  very  distinctly  in  organs 
which  consist  partly  of  striated  and  partly  of  unstriated  fibres.  Thus 
io  the  cestjphaguj^,  the  striated  muscle  fibres  no  longer  contract  on 
stimulation  of  the  vagus  after  curara,  wliile  the  unstriated  continue  to 
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respond  as  usual  In  the  iris  of  the  mammals,  which  consists  of  uii- 
striated  muscle,  curara  has  no  effect,  while  the  striated  muscle  of  the 
bird's  iris  ceases  to  respond  to  stimulation  of  the  motor  oculi.  but 
contracts  on  direct  stimulation.  The  terminations  of  the  nerves  in  the 
heart  are  not  affected,  hut  the  nerves  of  the  lymph  hearts  of  the  frog 
are  paralyzed.  The  nerve  ends  in  striated  muscle  in  invertebrates 
appeor  to  be  immune  to  curara  (Straub),  The  nerve  fibres  seem  un* 
affected  by  curara,  for  stimulation  causea  the  usual  electrical  changes 
in  them. 

The  Sympathetic  Qftn^Iia  are  paralyzed  by  large  doses,  and  stimulation 
of  the  preganglionic  nerve  fibre  has  no  effect.  For  example,  stimulation 
of  the  vagus  does  not  slow  the  heart,  and  stimulation  of  the  chorda 
tympani  does  not  cause  secretion  because  the  impulses  fait  to  pass 
the  ganglia  on  their  course.  The  terminations  of  the  postganglionic 
fibres  are  not  affected  apparently,  for  stimulation  beyoud  the  ganglia 
has  its  usual  effect. 

The  peripheral  terminations  of  the  afferent  or  sensory  nervea  seem 
unaffected,  for  if  the  artery  of  one  leg  be  ligatured  before  the  application 
of  curara,  reflex  movements  may  be  obtained  in  it  from  stimulation  of 
any  part  of  the  body,  while  if  the  sensory  terminations  were  paralyzed, 
reflexes  could  be  elicited  only  by  the  irritation  of  parts  to  which  the 
poison  ha<i  not  penetrated,  L      from  the  ligatured  leg. 

The  central  nervous  system  is  stimulated  by  large  quantities  of 
curara,  and  when  it  is  applied  directly  to  the  brain  and  cord  without 
reaching  the  muscles,  it  causes  violent  spasms  (McGuigan),  which  appear 
to  resemble  those  of  the  picrotoxin  series  ratlier  than  those  induced  by 
strychnine.  The  heart  is  not  tlirectly  affected,  but  large  quantities  may 
paralyze  the  vagus  ganglia  and  release  the  heart  from  inhibition.  At 
the  same  time  the  blood-pressure  may  fall  from  paralysis  of  the  ganglia 
on  the  vasoconstrictor  nerves.  The  movements  of  the  intestine,  spleen 
and  other  organs  are  sometimes  accelerated  through  a  similar  paralysis 
of  the  ganglia  on  inhibitory  nerves. 

Metabolism.— The  cessation  of  the  ordinary  movements  after  curara 
and  under  artificial  respiration  has  generally  been  accompanied  by  a 
marked  decrease  in  the  oxygen  absorption  and  the  carbonic-acid  excre- 
tion, but  Frank  and  Gebhard  state  that  this  is  not  the  case  when  the 
temperature  is  maintained  by  the  application  of  heat.  Sugar  and 
lactic  acid  are  often  found  in  the  urine  after  curara,  but  this  is  due  to 
partial  asph>'xia  and  not  to  the  direct  action  of  the  poison;  the  glyco- 
gen of  the  liver  and  muscles  disappears  from  the  same  cause. 

Curara  is  excreted  by  the  kidneys  apparently  unchanged.  It  has 
long  been  known  that  this  arrow  poison  may  be  swallowed  with  iropu* 
nityp  provided  there  is  no  wounded  surface  in  the  mouth  or  throat,  and 
that  it  is  therefore  perfectly  safe  to  suck  the  poison  from  a  wound. 
This  has  been  explained  in  various  ways,  some  holding  that  the 
absorption  from  the  stomach  is  so  slow  that  the  kidneys  are  able  to 
excrete  the  poison  as  fast  as  it  reaches  the  blood  and  that  this  prevents 
its  accumulating  in  sufficient  quantity  to  affect  the  tissues.  Others 
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suppose  that  the  liver  retains  and  destroys  it,  and  a  third  view  b  that 
it  is  rendered  innocuous  in  passing  through  the  stomach  walls. 

The  characteristic  action  of  curara  on  the  myoneural  junction  in 
striated  muscle  is  antagonized  to  some  extent  by  physostigmine, 
nicotine,  and  some  other  alkaloids. 

Curine,  the  second  alkaloid  found  by  Boehm  in  some  specimens  of  curara, 
is  a  much  less  poisonous  body  than  curarine.  It  possesses  some  action  on 
the  heart,  the  same  appearances  following  its  injection  in  the  frog  as  after 
digitalin  and  veratrine,  while  in  TmLmmala  the  rhsrthm  is  slow  even  after 
pu^ysis  of  the  inhibitory  mechanism. 

Curara  is  an  extract  of  varying  constitution  and  strength  and  the  active  con- 
stituents are  freely  soluble  in  acidulated  water,  Attempts  have  been  made  to 
use  curara  in  various  forms  of  convulsive  spasms,  but  without  adequate  results. 

Paralysis  of  the  terminations  of  the  motor  nerves  in  striated  muscle — the 
flo-called  "Curara-Action" — ^is  elicited  by  a  large  number  of  poisons,  but  in 
few  of  them  is  it  the  first  effect  of  their  application.  Many  drugs  induce  it 
only  when  injected  in  large  quantities  and  at  the  end  of  a  series  of  phenomena 
produced  by  their  action  on  other  parts  of  the  body;  it  is  observed  much  more 
frequently  in  frogs  than  in  mammals,  and  is  often  of  little  importance  com- 
pared to  the  other  symptoms.  Among  the  bodies  which  resemble  curara  more 
closely  in  their  action,  the  peripheral  paralysis  playing  the  chief  r6le  in  their 
effects,  are  the  ammonium  compounds  formed  from  the  natural  alkaloids  by 
the  substitution  of  an  alkyl,  e.  p.,  methylstrychnine,  amylquinine,  etc.'  Some 
of  the  anmionium  salts  and  many  of  the  alkyl  combinations  of  ammonium, 
phosphorus,  arsenic  and  of  several  metals,  also  cause  it.  Of  greater  practical 
unportance  is  the  fact  that  the  venom  of  the  Cobra  and  of  other  colubrine 
snakes  has  the  same  point  of  action  as  ciuura,  from  which  it  differs  in  the  slow- 
ness of  its  action  and  the  tenacity  with  which  it  holds  the  nerve  ends. 
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Coniine. 

Coniine  is  one  of  the  simpler  derivatives  of  Piperidine,  which  is  obtained 
from  Pyridine  by  reduction.  A  series  of  alkaloids  may  be  formed  from  piped- 
dine  by  substituting  methyl,  ethyl,  propyl  or  other  alkyls  for  hydrogen,  and 
one  of  these,  propyl-piperidine,  is  the  natural  alkaloid  coniine  and  was  the 
first  alkaloid  to  be  formed  synthetically. 

Pyridioo.  Piperidine.  Coniine. 

CH  CHj  CHi 

HC^\|CH  HiC /N'^H*  HtC /\  CHi 

HC\/CH  lUCSyClU  H:C\/CH— CiHi 

N  NH  NH 

Boehm  has  stated  that  tubocuiarine,  which  is  the  active  constituent  of  much  of  the 
modern  curara.  is  really  one  of  those  methyl  bases  (methylcurine). 
20 
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Coniine  is  found  in  Hemlock  (Coiuum  maculatura),  along  with  two  nearly 
allied  alkaloids,  Methykoniim  and  Conhydrine.  The  action  of  these  and  of 
the  other  simple  piperidiiie  compounds  resembles  that  of  coniine,  but  is  much 
weaker. 

Symptoms.— The  general  symptoms  induced  in  man  by  poisonous  doses  of 
coniine  are  weakness,  languor  and  drowainess  which  does  not  pass  into  actual 
sleep.  The  niovementa  are  weak  and  unsteady,  the  gait  is  staggering,  and 
nausea  and  vomiting  generally  set  in,  along  with  profuse  salivation.  In  most 
cases  the  intelligence  remains  clear  to  the  end,  as  is  related  of  the  death  of 
Socrates  from  hemlock  poisoning,  but  in  some  instances  imperfect  vision  and 
hearing  have  been  noted.  The  pupils  are  somewhat  dilated.  Tremors  and 
fibrillary  contractions  of  the  muscles  are  often  seen  in  animals,  and  some 
observers  state  that  actual  convulsions  occur.  The  breathing  becomes  weaker 
and  slower  and  death  occurs  from  its  arrest. 

Action. — Coniine  does  not  possess  any  action  of  importance  on  the  central 
nervous  system*  It  is  possible  that  in  fata)  poisoning  the  respiratory  centre 
may  be  depressed,  but  mos*  obpervers  believe  that  the  terminal  asphyxia  is  due 
to  paralysis  of  the  nerve  terminations  in  the  respiratory  muscles.  And  the  twitch- 
ing  and  tremor  which  are  sometimes  seen,  appear  to  arise  from  a  partial  paralysis 
of  the  peripheral  nerves  similar  to  that  seen  under  curara.  It  also  resembles 
curara  in  paralyzing  the  e>'nipathetic  ganglia,  but  this  paralysis  seems  to  be 
preceded  by  a  short  stage  of  stimulation;  the  gangha  are  affected  by  quantities 
of  coniine  which  are  insufficient  to  cause  parab^sis  of  the  nerves  to  voluntary 
muscle,  but  its  action  on  these  ganglia  is  not  so  powerful  as  that  of  nicotine, 
and  the  details  of  tliia  action  may  therefore  be  left  for  discussion  under  the 
latter  drug. 

The  heart  is  affected  through  the  stimulation  and  Bubsequent  paralysis  of 
the  ganglia  on  the  inhibitory  fibres,  which  leads  first  to  slowing  and  later  to 
Borne  acceleration  of  the  pulse.  The  blood-pressure  is  increased  for  a  short  time 
froni  stimulation  of  the  ganglia  on  the  course  of  the  vasoconstrictor  nerves. 
The  respiration  is  sometimes  accelerated  slightly  at  first  but  soon  becomes 
slow  and  labored,  and  then  irregular,  and  finally  ceases  while  the  heart  is  stiU 
strong.  The  red  blood  cells  of  the  frog  show  numerous  vacuoles  in  coniine 
poisoning  and  these  persist  long  after  recovery  (Gurber), 

Coniine  is  rapidly  excreted  in  the  urine^  so  that  its  action  passes  ofl  very  soon 
even  when  quite  large  dosea  are  taken.  The  treatment  of  coniine  poisoning 
therefore  consists  in  evacuation  of  the  stomach  and  artificial  respiration. 

Piperidine  acts  in  the  same  way  as  coniine,  but  more  weakly,  while  methyl- 
and  ethyl-piperidine  stand  between  them  in  toxicity. 

Pyridine  resembles  piperidine  in  most  features  but  does  not  paralyze  the 
ganglia  nor  increase  the  blood-preeaure.  It  is  excreted  in  the  urine  as  methyl- 
pyridine,  a  eombituktion  between  it  and  the  alkyl  occurring  in  the  tissues.  A 
similar  synthesis  occurs  between  methyl  and  tellurium  (see  Tellurium). 

Quinoline  and  isoquinoline  cause  \n  mammals  a  condition  of  collapse  similar 
to  that  seen  under  the  antipyretics  and  the  benzol  compounds. 

Hemlock  or  Coniumj  long  widely  used  in  therapeutics,  has  failed  to  maintain 
it-S  position  on  more  accurate  investigation  and  has  pas&ed  into  disuse. 
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Gelsemixim* 

Geleemium  aempervirena  (Yellow  Jasrame  or  Carolina  Jasmine)  containe 
several  fllkaioids,  of  which  Gelsemine^  h  inactive  in  mammals,  while  a  mixture 
of  two  or  more  alkaloids,  which  is  known  us  Gelseminim,  is  a  poison  of  the 
comine  type  and  la  the  real  active  principle  of  the  drug  aa  far  as  mammals  are 
concerned. 

Action. — The  gymptoma  of  gclsemium  poisoning  resemble  those  of  coniine 
so  closely  that  the  reader  may  be  referred  to  the  description  given  under  the 
latter.  There  is  here  again  a  question  whether  the  Onal  asphyxia  is  due  to 
paralysis  of  the  respiratoiy  centre  or  of  the  ner\'e  termiimtions,  but  most  in- 
vestigators lean  to  the  view  that  the  action  is  central  and  arises  from  a  gradual 
depression  of  the  medullary  centre. 

The  pupil  is  very  widely  dilated  by  gelseminine  when  a  solution  is  applied 
locally  to  the  eye,  much  less  so  in  eencral  poisoning,  in  which  the  respiration 
IjeneraJly  fails  before  the  pupil  is  fully  dilated.  The  power  of  accommodation 
IS  ftlso  entirely  lost  when  gelseminine  or  gelsemium  tincture  is  applieid  to  the 
ey^t  This  mydriatic  effect  has  not  been  explained,  but  the  niof^  plausible 
mggeetion  would  seem  to  be  that  gelseminine  paraly^e^  the  terminations  of  the 
ocufomotor  nerve  in  the  eye  in  the  same  way  as  atropine.  Gelseminine  differs 
from  atropine  in  its  behavior  to  other  ner\*es,  however,  for  it  paralyzes  the 
inhibitorj'  cardiac  fibres  and  the  chorda  timpani  through  acting  on  the  gan* 
glionic  structures  oq  their  course  and  not  on  the  extreme  terminations.  Its 
action  on  the  gangha,  as  far  as  it  is  known,  resembles  that  of  coniine,  but  it 
does  not  cause  any  increase  in  the  arterial  tension,  such  as  is  observed  under 
this  poison. 

The  tincture  of  gelsemiuna  (U,  S,  P,,  B.  P,),  has  been  emploj'ed  in  dosea  of 
4  mins-  in  facial  neuralgia,  and  a  mixture  of  the  alkaloids  has  been  applied 
locally  to  dihktc  the  pupilj  but  has  never  attained  any  wide  use. 
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Sparteine, 

Another  alkaloid  which  resembles  coruiue  closely  in  its  action  is  SparUin^t 
which  is  found  in  the  common  broom  plant  (Spartium  or  Cytisus  scoparius), 
and  in  various  species  of  lupines.  It  is  a  pyndine  derivative  possessing  the 
formula  CuHhNu  and  is  a  Huid,  but  forms  cr>'Btalline  salts. 

Action. — Tlie  general  effects  of  sparteine  are  almost  identical  with  those  of 
coniine^  but  it  seems  very  probable  that  the  central  nervous  system  is  little 
affected  by  it,  the  whole  of  the  phenomena  pointing  to  a  paralysis  of  the  motor 
ner\*e  terminations  and  of  the  sympathetic  gangUa.  Sparteine  has  more  effect 
than  coniine  on  the  heart,  which  it  depresses,  so  that  the  rhythm  is  slow  and  the 
contractions  weak.  When  injected  into  a  vein,  sparteine  induces  less  increase 
in  the  arterial  tension  than  coniine,  probably  l^c&use  the  contraction  of  the 
vessels  is  counterbalanced  by  the  weakness  of  the  heart.  No  increase  in  the 
arterial  tension  is  observed  from  the  administration  of  sparteine  internally 
and  even  the  slight  rise  of  pressure  indui^d  by  intravenous  inj^tion  is  of  only 
short  duration. 

Sparteine  is  much  less  poisonous  than  either  coniine  or  gelseminine:  it 
proves  fatal  to  anmials  by  paralyzing  the  terminations  of  the  phrenic  nerves 
in  the  diaphragm. 

*  Getieinine  is  frLH]'ui,'Dtl>'  kmjwn  u  g«Ueminiue,  a  use  of  the  tPim  which  leads  Id 
<OSM  e&fifuflion,  itnd  which  tc  not  bued  oti  the  history  of  tbe  drug. 
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The  ahw  pulse  and  slight  rise  of  pressure  observed  in  expericaentfi  m  Aiuiimls 
when  sparteine  U  injected  intravenously  have  led  some  writ«T9  to  ascribe  to 
it  an  mction  »imiliir  to  that  of  digttaLis,  and  at  one  time  sparteine  waA  used  to 
sonae  extent  as  a  substitute  for  the  latter;  both  experiniental  and  clinical 
obeen'ations,  however,  go  to  show  that  these  claims  are  quite  unfoundedi  and 
flpttTteiiie  is  ooniparatively  little  used  at  the  present  time,  and  poesesses  do 
properties  which  are  likely  to  reinstate  it  in  favor, 

Sparteine  sulphate  (U>  8.  P.)»  bafi  been  advised  in  heart  disease  in  doses 
varying  from  gr.  up  to  12  grs.,  but  is  of  no  value.  Its  reputation  appears 
lo  have  arisen  from  the  use  of  broom  tops  as  a  diuretic,  but  this  action 
is  Dot  due  to  the  sparteine,  but  to  scoparin  (p.  296)- 
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X.  NICOTINE  GEOUP, 

Nicotine,  the  welHtnown  alkaloid  of  tobacco  (Nicotiana  tabacutn), 
is  a  volatile  fluid,  possessing  a  strong  alkaline  reaction,  and  forming 
salts  with  acids,  most  of  which  are  amorphous.  It  is  a  combination 
of  pyridine  with  a  hydrated  pyrrol  ring  as  shown  by  the  structural 
formula — 


CO         H*C  CH» 


Nicotine  is  the  only  constituent  of  tobacco  which  possesses  any 
toxicological  interest,  although  several  other  alkaloids  are  present  in 
comparatively  small  amounts.  It  is  accompanied  by  a  volatile  oil  in 
dried  tobacco,  but  this  is  only  developed  during  the  processes  of  prepa- 
ration and  seems  to  have  no  action  apart  from  that  of  the  other  volatile 
oils.  The  odor  and  flavor,  and  probably  the  "strength,"  of  tobacco 
depend  in  part  upon  the  quantity  and  quality  of  this  oil,  in  part 
on  some  products  of  the  decomposition  of  nicotine.  Absolutely  pure 
nicotine  has  comparatively  little  odor,  but  it  decomposes  when  kept, 
becomes  dark  colored,  and  acquires  the  characteristic  odor  of  tobacco. 

Nicotine  is  also  found  in  the  pituri  plant  (Duboisia  Hopwoodii), 
the  leaves  of  which  are  used  by  the  Australian  natives  in  the  same  way 
as  tobacco  by  the  civilized  races, 

LobeUne  (CisHsaXOj),  an  alkaloid  obtained  from  Lobelia  inflata  or 
Indian  Tobacco,  and  Cytisin^,  (CuHuNzO),  the  alkaloid  of  laburnum 
(C^i-isiis  laburnum),  gorse  and  other  plants,  resemble  nicotine  very 
closely  in  action,  and  another  body  of  the  same  type  of  action  is  the 
artificial  quaternary  ammonium  base,  Mcthiflhordmijie. 

These  alkaloids  act  chiefly  on  the  central  nervous  system,  the  sym- 
pathetic ganglia,  and  the  myoneural  junctions  in  voluntary  muscle. 


NICOTINB  GROUP 


309 


Symptoms.— Poisonous  doses  adminbtered  to  man  or  other  mammals 
cause  a  hot,  burning  sensation  in  the  mouth,  which  spreads  down  the 
cesophagus  to  the  stomach,  and  is  followed  by  salivation,  nausea*  vomit- 
ing, and  sometimes  purging.  The  breathing  is  quick,  deep  and  labored, 
and  is  often  accompanied  by  moist  rfiles.  The  pulse  is  generally  slow 
and  sometimes  weak  at  first,  and  then  becomes  very  rapid,  but  after 
ver>'  large  doses  may  \k  first  accelerated  and  then  slow  and  feeble.  Some 
mental  confusion,  great  muscular  weakness,  giddiness  and  restlessness 
are  followed  by  loss  of  coordinating  power  and  partial  or  complete 
unconsciousness*  Clonic  convulsions  set  in  later,  accompanied  by 
fibrillary  twitching  of  various  muscles,  and  eventually  a  tetanic  spasm 
closes  the  scene  by  arresting  the  respiration.  In  other  instances  the 
convulsions  are  followed  by  collapse  with  complete  relaxation  of  the 
muscles,  the  reflexes  disappear,  the  respiration  becomes  slow  and 
weak  and  finally  ceases,  the  heart  continuing  to  beat  for  some  time 
afterward.  Very  large  doses  of  nicotine  may  prove  fatal  within  a  few 
secoiids;  the  symptoms  are  tliose  of  sudden  paralysis  of  the  central 
nervous  system,  including  the  respiratory  centre,  and  no  convulsions 
Are  developed. 

In  the  frog  the  same  excitement  and  violent  con\iilsion5  are  seen 
as  in  mammals^  but  the  respiration  soon  ceases,  and  there  follows  a 
cataleptic' '  stage  in  which  the  animal  assumes  a  characteristic  attitude. 
The  fore  legs  are  crossed  in  front  of  the  sternum  and  are  rigid,  the 
thighs  are  at  right  angles  to  the  axis  of  the  body  and  the  legs  are  flexed 
on  them  but  are  not  rigid.  When  a  leg  is  drawn  down  it  at  once  returns 
to  its  original  position^  and  the  frog  still  attempts  to  escape  when  it 
is  aroused.  Fibrillary  contractions  are  observed  in  many  of  the  muscles* 
Somewhat  later,  the  reflexes  disappear,  tlie  muscles  become  flaccid, 
and  eventually  complete  paralysis  occurs  from  a  peripheral,  curara-like 
action. 

Nicotine  has  but  little  toxic  action  on  the  lowest  invertebrates,  but 
as  the  nervous  system  begins  to  be  differentiated  it  causes  paralysis, 
and  still  higher  in  the  scale  the  paral>i;ic  action  is  preceded  by  a  stage 
of  stimulation. 

Circulation. — The  action  on  the  circulation  is  extremely  complex, 
£LS  a  number  of  factors  are  involved.  After  moderate  quantities  the 
heart  is  slow  and  may  stand  still  in  diastole  for  a  few  seconds,  but 
then  recovers  gradually  and  regains  its  former  rhytlmi  or  becomes 
somewhat  quicker.  The  slow  pulse  is  due  to  stimulation  of  the  ganglia 
on  the  vagus  nerve  (Fig.  24,  N)t  exactly  the  same  effects  being  pro- 
duced as  by  stimulation  of  the  vagus  fibres  in  the  neck.  It  is  not 
afi'ected  by  section  of  the  cervical  pneumogastric,  as  the  path  from  the 
-ganglia  to  the  cardiac  muscle  fibres  is  still  intact,  but  on  the  other 
hand^  it  b  prevented  by  atropine,  which  paralyzes  the  terminations 
of  the  postganglionic  fibres,  and  therefore  blocks  the  passages  of  im- 
pulses from  the  ganglia  to  the  muscle*  It  is  also  prevented  by  a  number 
of  drugs,  such  as  curara  and  coniine,  which  paralyze  the  gangHa. 

This  stimulation  of  the  ganglia  is  of  short  duration,  soon  passing 
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into  paralysis^  so  that  on  stimulating  the  vagus  after  nicotine  there  is 
no  slowing  of  the  heart  but  often  some  acceleration,  due  to  the  fact 
that  the  accelerating  fibres  running  alonp  with  the  inhibitory  in  the 
vagus  nerve  have  no  gangUonic  apparatus  in  the  heart,  and  are  therefore 
unaffected  by  nicotine.    Ahhough  inhibitory  impulses  can  no  longer 


Fia.  2i 


Diag.ram  of  thie  rei^Iatin£  acrvcd  qT  T>tie  heart.  P.  inhibitory  craaifLl  autDnamir 
fibrca  (vagua),  torminating  around  K&riKlioii  cella  m  the  auricle  {A).  The  axiii  cylindcra 
isauing  from  tliese  ceIJa  t^srmiiiate  on  the  muaonlar  fibres  of  the  auricle  and  ventrioJo  {V}, 
R,  accelerator  sympathetic  fibres  termia&tiaE  around  eanghoii  cella  ld  the  etclLate  snn*^- 
lion  0,  The  axJa  gbrca  of  these  ganglion  oells  ruti  through  the  Annuins  VieiusmU  atid 
terminate  on  the  musrular  fibrea  of  the  auricle  and  ventricle.  N,  N'  piiiiita  at  whioh 
nicotine,  coniine,  curarine,  etc.,  act — the  Kaaelion  cella  aiirrounded  by  the  temiLnationi 
of  the  nervea.  Af,  poiuLa  at  which  mu^carme  and  tUr&pine  act — the  terminations  of  the 
fibres  which  ariac  from  the  intra-cafdiKC  HangllifL  on  tho  cranial  aiitonomio  path.  poinU 
at  which  adretialine  acta — the  myoneural  junction  on  the  aympathetic  puth. 

reach  the  heart  from  above,  stimulation  of  the  venous  sinus  in  the 
frog  still  causes  arrest  of  the  heart,  since  the  stimulating  current  here 
reaches  the  inhibitory  nerves  beyond  the  paralyzed  ganglia  (Fig,  24,  A^i 
and  these  preserve  their  usual  irritability.  In  the  same  way  muscarine, 
which  acts  upon  the  postganglionic  inhibitory  terminations  in  the  heart 
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muscle  (Fig-  24,  J/),  can  slow  the  rhythm  even  after  the  ganglia  have 
been  paralyzed  by  nicotine. 

In  addition  to  its  action  on  the  peripheral  inhibitory  ganglia,  nico- 
tine seems  to  stimulate  the  vagus  centre  in  the  medulla,  as  the  slowing 
is  greater  when  the  vagi  are  intact  than  when  they  are  divided.  But 
apart  from  this  action  on  the  inhibitory  apparatus,  nicotine  also  stimu- 
lates, and  in  large  quantities  paralyzes,  the  ganglia  on  the  accelerator 
fibres,  so  that  when  the  inhibitory  mechanism  has  been  put  out  of 
action  by  atropine,  moderate  quantities  of  nicotine  increase  the  rate, 
while  larger  amounts  paralj'ze  the  accelerator  ganglia  (N',  Fig.  24)  and 
thus  tend  to  slow  the  heart,  A  further  action  is  said  to  be  exercised  on 
the  heart  muscle  itself,  wliich  is  first  stimulated  and  then  depressed 
(Wertheimer). 

On  the  injection  of  nicotine  into  a  vein  or  subcutaneously,  an  im- 
mense augmentation  of  the  arterial  tension  occurs;  this  is  due  in  part 
to  stimulation  of  the  vasoconstrictor  centre  in  the  medulla,  in  part  to 
stimulation  of  the  ganglia  on  the  course  of  the  vasoconstrictor  nerves. 

The  confltriction  of  the  vessels  can  be  observed  in  many  parts  of  the  body 
— mesentery^  footj  rabbit's  ear*  etc.  In  these  parts  the  pallor  produced  by 
the  narrowing  of  the  vessels  is  foKowed  by  redness  and  congestion  owing  to 
the  paralysis  of  the  ganglia^  and  at  the  same  tune  the  pre&aure  fdla  to  a  level 
somewhat  below  the  nonnal.  In  some  parts  of  the  body  no  constriction  of 
the  YBBsetB  occurs;  for  example,  the  dog' a  lip  and  mouth  are  congested  first 
and  then  become  pale^  This  flushing  seerus  partly  due  to  the  stimulation  of  the 
ganglionic  apparatus  on  the  vaso-dilator  fibres  for  the  lips  and  mouth*  and 
partly  to  the  constriction  of  the  vessels  in  the  splanchnic  area  diverting  the 
biood  current  to  those  parts  which  are  less  abundantly  supplied  xvilh  con- 
strictor fibres,  for  it  occurs  after  removal  of  the  superior  cervical  ganghon  con- 
taining the  vaaodilator  fibres. 

After  a  few  minutes  the  blood-pressure  falls  to  the  normal  level  or 
lowerp  but  a  second  injection  again  produces  a  similar  rise  in  the  arterial 
tension,  unless  the  first  was  Urge  enough  to  weaken  the  gangUa, 

In  the  rabbit  nicotine  tends  to  induce  lesions  of  the  aorta  with  sub- 
sequent calcareous  defeneration^  which  resembles  the  atheromatous 
patches  seen  in  man.  This  is  due  to  tlie  very  high  blood-pressure,  and 
similar  effects  are  seen  from  adrenaline  and  from  other  measures  which 
increase  the  blood-pressure,  such  as  pressure  on  the  abdominal  aorta, 

Eespiratu)n. — ^The  respiration  ia  at  first  rapid  and  shallow  with  sonac 
deficiency  In  the  expiratory  movements,  but  after  a  time,  while  main- 
taining the  acceleration,  it  becomes  deeper.  It  is  liable  to  be  inter- 
rupted at  this  stage  by  the  convulsions,  but  If  these  do  not  prove  fatal, 
it  gradually  becomes  slower  while  remaining  deep.  Later,  pauses  in 
the  position  of  expiration  appear,  and  the  movements  become  weaker 
until  they  disappear,  the  animal  dying  of  asphyxia.  The  respiratory 
centre  is  first  stimulated  and  then  depressed  and  paralyzed  and  its 
failure  is  the  cause  of  deaths  the  heart  continuing  to  beat  for  some  time 
afterwards  although  slowly  and  weakly. 

The  bronchial  muscle  relaxes  after  a  transient  constriction  when 
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nicotine  or  lobeline  is  ingested,  these  changes  being  brought  &bout  hy 
stimulation  of  the  ganglia  on  the  course  of  the  vagus  fibres  which  cause 
contraction  of  the  bronchial  muscle,  and  later  of  those  on  the  sym- 
pathetic fibres  which  inhibit  the  contraction. 

Most  of  the  Secretions  are  increased  temporarily  by  nicotine,  The 
glands  investigated  have  generally  been  the  salivary,  where  it  is  found 
that  the  secretion  is  increased  by  the  injection  of  small  quantities,  but 
is  afterward  depressed,  while  large  doses  diminish  it  at  once-  The  seat 
of  action  is  again  the  ganglionic  apparatus  on  the  secretory  nerves. 
If  the  chorda  tympani  is  stimulated  in  the  normal  animal  a  targe 
secretion  of  saliva  at  once  follows,  but  if  a  sufficient  quantity  of  nicotine 
be  injected,  no  such  effect  follows  its  stimulation.  If,  however,  the 
nerve  fibres  are  stimulated  between  the  ganglion  cells  and  the  gland 
{at  X  in  Fig.  25),  the  secretion  again  follows  as  before*  On  the  other 
hand,  nicotine  increases  the  secretion  whether  the  chorda  is  intact 
or  not,  but  ceases  to  act  if  the  connection  between  the  ganglion  cells 
and  the  gland  is  interrupted.  Nicotine  thus  first  stimulates  and  then 
paralyzes  the  ganglia  on  tlie  course  of  the  chorda  tympani  and  of  the 
sympathetic  fibres  supplying  the  gtand.  Pilocarpine  and  muscarine 
cause  profuse  salivation  after  nicotine  because  they  stimulate  the 
postganglionic  terminations  in  the  gland  celia,  and  it  is  therefore  im- 
material whether  the  connection  with  the  central  nervous  system  be 
interrupted  or  not,  On  the  other  hand,  the  reflex  secretion  of  saliva 
normally  produced  by  irritation  of  the  mouth  or  by  chewing  is  prevented 
by  nicotine.  Atropine  stops  the  secretion  produced  by  nicotine  by 
paralyzing  the  postganglionic  terminations, 

The  other  secretory  glands  are  affected  in  the  same  way  by  nicotine, 
their  secretions  being  first  increased  by  the  stimulation  of  the  ganglia 
on  the  course  of  their  secretory  nerves^  and  tlien  being  lessened  by  their 
paralysis.  Thus  the  secretion  of  sweat  and  bronchial  mucus  is  found 
to  be  markedly  increased.  The  urine  and  bile  have  not  been  shown 
to  be  affected  by  nicotine,  as  their  secretion  does  not  seem  to  be  so 
dependent  upon  nervous  influences.  The  activity  of  the  suprarenal 
glands  is  increased  by  nicotine,  probably  by  its  action  on  the  ganglia 
on  the  course  of  the  innervating  fibres;  this  results  in  an  augmented 
secretion  of  adrenaline  into  the  bloodvessels,  which  in  turn  affects  a 
number  of  organs,  such  as  the  iris  and  uterus,  and  introduces  a  new 
complication  in  the  action  of  nicotine. 

Nicotine  produces  extreme  Nftusea  and  Vomitrng  when  taken  even 
in  comparatively  small  quantities,  a  fact  which  is  generally  recognized 
by  tyros  in  smoking.  This  is  in  part  central  in  origin,  in  part 
due  to  the  powerful  contractions  of  the  stomach  walls.  This  con- 
traction extends  throughout  the  intestinal  tract,  so  that  repeated 
Evacuatioii  of  the  Bowel  occurs.  Somewhat  larger  quantities  may  lead 
to  a  tetanic  contraction  of  the  whole  intestine  with  almost  complete 
obliteration  of  the  lumen.  This  exaggeration  of  the  peristaltic  con- 
traction is  probably  due  to  stimulation  of  the  motor  ganglia  in  the 
intestinal  wall,  and  a  subsequent  paralysis  of  these  structures  leads  to 
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a  failure  of  local  stimuli  to  induce  peristalsis.  A  further  effect  of  nicotine 
in  the  bowel  is  due  to  its  stimulating  the  ganglia  on  the  fibres  of  the 
splanchnic  which  inhibit  the  rhythmical  pendulum  movements.  These 
are  arrested  by  the  injection  of  nicotine,  but  return  in  exaggerated 
form  as  the  ganglionic  stimulation  passes  into  paralysis.  The  mesenteric 


Fig.  25 


Diacnun  of  the  innervation  of  the  submaxillary  gland.  P,  cranial  autonomic  fibres 
(chorda  tympani),  terminating  around  a  ganglion  cell  in  the  hilua  of  the  submaxillary 
gland.  The  azia  from  thia  ganglion  cell  runs  to  the  secretory  epithelium.  R.  sympathetic 
fibres,  terminating  around  a  ganglion  cell  in  the  superior  cer\-ical  ganglion  O.  The  axis 
from  thia  cell  runs  to  the  secretory  epithelium.  In  the  diagram  the  nerves  are  represented 
as  running  to  separate  acini.  .V,  A",  ganRlion  rella  surrounded  by  the  terminations  of 
the  nerves — the  points  at  which  nicotine  acts.  M.  the  terminations  of  the  secretory  fibres 
connected  with  the  chorda  tympani — the  points  at  which  atropine,  muscarine,  and  pih- 
earpiiu  act.  E,  the  terminations  of  the  secretory  fibres  connected  with  the  sympathetic 
—the  point  at  which  adrenaline  acta. 

vessels  are  narrowed  at  first  from  stimulation  of  the  ganglia  on  the 
course  of  the  vaso-constrictor  nerves,  but  congestion  follows  the  depres- 
sion of  these  ganglia  and  the  blood-pressure  falls. 

Similar  changes  are  produced  by  nicotine  in  the  bladder,  which  is 
thrown  into  tetanic  contraction.  The  urine  is  therefore  expelled  very 
soon  after  the  injection  of  nicotine  and  this  probably  gave  rise  to  the 
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etroaeuus  view  du&c  rhe  Tcnal  secrecion  was  incRasefL  The  otous  is 
sczongiy  contracted  in  prrgnant  .inimauff.  but  is  inhibited  in  the  non- 
pregQaiat  oat.  in  which  the  iniubitor^  aeries  are  more  powerful  than 

the  contractor  ones. 

The  action  of  aicocine  on  die  Ftopft  vares  in  diiFefent  animals,  for 
while  in  the  oat  and  -io^  its  appucanon  either  inoavenously  or  locally 
products  marked  but  tranatory  iSiation.  In  the  rabbit  partial  cozk- 
striction  sees  in  immediaci^y.  ^  oases  of  acute  poisoning  in  man 
contraction  is  ^^euerail^'  seen  at  drst  and  is  foQowed  by  dilatation.  In 
birds  nicotine  causes  ^"er:'  marked  contraction  of  the  pupil,  appar- 
ently' owimt  ^  ^Hrect  action  on  the  musde  of  the  iris.  The  size  of 
the  pupil  is  re^uiiaced  by  rwo  sees  of  serves,  the  motor  oculi  and  the 
$>'mpathec:c.  oitd  :ae  oiiiar^*  ribies  of  both  of  these  are  xntorupted  by 
j^an^ia  tu  ciieir  passa^  from  the  brain  to  the  iris,  those  of  the  motor 
oculi  b>  the  ciliary-  ^ii^^iou.  those  of  the  ^rmpathedc  by  the  superior 
cervical  ^i^ioii  ?ee  Fi^.  26,  p.  324! :  the  varying  effects  of  nicotine 
aid>'  be  Jue  to  its  stimulating  the  one  gans&on  more  stron^y  in  one 
:^.H.vtes  of  aiiluials*  the  other  in  another.  It  is  found,  however,  that 
att\>(.>itte  does  not  remove  the  eifect:^  of  nicotine  on  the  rabbit's  eye, 
^hich  would  seem  to  indicate  au  action  on  the  muscular  fibres  of  the 
iris.  Sfveral  other  effects  on  the  orbital  muscles  are  seen;  thus  in 
cats  and  dogs  the  nictitating  membrane  is  withdrawn^  the  eye  opens 
and  t£t  directed  forward,  while  in  the  rabbit  these  symptoms  are  pre- 
cviieii  by  a  stage  in  which  the  nictitating  membrane  is  spread  over  the 
i.vntea  and  the  eye  is  tightly-  closed;  these  all  arise  from  stimulation  and 
subsequent  paralysis  of  the  superior  cervical  ganglion. 

Nio.>ciue.  then,  first  stimulates  and  later  paral^-zes  all  the  irtonflmic 
QaafUa,  whether  applied  locallv'  to  them  or  injected  into  the  circulation. 
In  these  ganglia,  the  characteristic  formation  b  the  basket-like  arrange- 
ment of  the  termuiatious  of  the  catering  nerve,  which  surround  a  large 
nerve  cell  from  which  an  axis  ox  liuder  rtuis  to  the  muscle  or  secretory 
cell.  A  nerve  impulse  from  the  central  nervous  s\"stem  passes  from  the 
basket  to  the  cell  and  thence  to  the  periphery.  Langley  has  shown  that 
nio.>tine  acts  on  the  cell  of  the  peripheral  neuron,  and  not  on  the  net- 
work around  it.  for  the  same  etfect  is  obtained  from  the  application 
of  the  tvisoa  after  the  network  has  degenerated. 

In  the  fn.»g  iuci-»tiue  produces  hbrillary  twitching  and  slow,  pro- 
longeil  contraction  of  the  Muscles,  which  are  not  prevented  by  pre\'ious 
division  of  the  nerves  leading  to  them,  but  disappear  on  the  injection 
of  curara;  on  the  other  hand,  the  ^>aralvsis  induced  by  curara  may  be 
partially  rcmovetl  by  small  quantities  of  nii.vtine.  This  indicates  that 
the  fibrillary  contractions  arise  neither  from  action  on  the  central  nei^ 
vous  system  nor  on  the  c^>ntraciile  substaui.-e  of  the  muscle  itself.  And 
Langley  has  recently  shown  that  the  ttbrillary  twitching  and  slower 
contractions  occur  in  muscles  in  which  the  ner\'e  ends  have  degen- 
erated from  division  of  the  nerves,  so  that  nicotine  acts  on  some  recep- 
*We  substance  peripheral  to  the  anatomical  nerve  ends  and  intervening 

men  these  and  the  contractile  substance  of  muscle.    A  similar 
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effect  is  seen  in  reptiles  and  birds;  in  maminals  the  twitching  of  tbe 
muscles  is  prevented  by  section  of  the  nerves,  and  is,  therefore,  due  to 
central  action,  but  large  quantities  of  nicotine  cause  paralysis  exactly 
like  curara* 

The  conviJsions  seen  in  both  cold-  and  arm-blooded  aninials  evi- 
dence the  influence  of  nicotine  on  the  Cectral  Nervous  System*  The 
spinal  cord  is  thro\Mi  into  a  condition  of  exaggerated  irritability,  and 
the  reflexes  are  correspondingly  increased  ^  but  the  convulsions  do  not 
seem  to  be  due  so  much  to  the  spinal  cord  as  to  the  medulla  oblongata 
and  hind  brain,  for  they  are  not  tonic  but  clonic  in  character,  and  are 
much  weaker  after  division  of  the  cord  immediately  below  the  medulla 
than  in  the  intact  animal.  The  medullary  stimulation  also  betrays 
itself  in  the  rapid  and  deep  respiration,  and  is  in  part  responsible 
for  the  inhibitory  slowing  of  the  heart  and  the  rise  in  the  blood- 
pressure.  The  higher  centres  in  the  brain  seem  to  participate  but 
little  in  the  stimulant  action  of  nicotine,  which  is  short-lived,  and 
soon  gives  way  to  marked  depression  of  the  whole  central  nervous 
system,  manifested  in  the  slow  respiration,  the  low  blood-pressure,  the 
disappearance  of  tbe  reflex  movements  and  the  final  unconsciousness. 

The  Excretion  of  nicotine  is  probably  carried  on  mainly  by  the  kid- 
neys, for  it  is  found  in  the  urine  very  soon  after  it  enters  the  blood. 
It  has  also  been  detected  in  the  saliva  and  perspiration.  It  has  been 
shown  repeatedly  that  nicotine  and  some  other  alkaloids  are  weakened 
in  toxic  effect  or  rendered  entirely  inactive  by  being  mixed  with  an 
extract  of  the  liver  or  of  the  suprarenal  capsules;  but  no  satisfactory 
explanation  is  fortlicoming,  though  there  is  every  reason  to  suppose 
that  much  of  the  nicotine  absorbed  from  the  stomach  and  intestine  is 
thus  modified  in  its  passage  through  the  liver. 

When  small  quantities  of  nicotine  are  ingested  repeatedly,  the  body 
aoon  gains  a  certain  Tolerance,  and  no  symptoms  whatever  are  pro- 
duced by  doses  which  in  ordinary  cases  would  produce  grave  poison- 
ing. A  familiar  example  of  this  tolerance  is  seen  in  the  practice  of 
smoking.  The  first  use  of  tobacco  in  the  great  majority  of  indi- 
viduals is  followed  by  ^'oniiting  and  depression,  which  may  even  amount 
to  collapse,  but  after  a  few  experiences  no  symptoms  follow  smoking, 
owing  to  tlie  cells  of  the  body  becoming  tolerant  of  the  poison  and  learn- 
ing to  destroy  it  more  rapidly  (Dixon  and  Lee).  In  some  individuals 
no  such  tolerance  is  developed,  and  in  every  case  the  tolerance  is 
much  more  limited  and  more  difficult  to  acquire  than  that  for  morphine. 
In  animal  experiments  it  is  often  found  that  while  one  application  of 
nicotine  produces  considerable  ganglionic  stimulation,  the  second  has 
much  less  effect.  This  is  probably  due.  not  to  the  establishment  of 
tolerance,  but  to  the  first  dose  having  produced  primary  stimulation 
and  then  depression  of  the  ganglia,  this  depression,  while  not  amounting 
to  complete  paralysis,  being  suflScient  to  counteract  to  some  excnt  the 
stimulant  action  of  the  second  injection.  True  tolerance  is  attained 
very  imperfectly  by  animals  from  the  use  of  repeated  small  tloseSi  but 
when  larger  amounts  are  used  some  tolerance  is  soon  acquired  (Edmunds). 
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Animals  which  have  acquired  tolerance  for  nicotine  also  resist  the  action 
of  lobehne. 

Therapeutic  Uses,-— Lobelia  waa  formerly  used  as  an  emetic,  but  is  unreliflble^ 
and  IS  liable  to  give  rise  to  the  moat  alarming  symptoms  of  poisoning.  It  is 
occajsionaliy  uaed  in  the  form  of  the  tincture  (Dose,  U.  S.  P..  1  mil;  B.  P., 
5-15  mijiaOp  to  relax  the  spasm  of  the  bronchial  muscle  in  asthmap  and  may 
also  aid  in  this  condition  by  rendering  the  mueons  secretion  more  fluid  through 
lis  nauseating  action.  But  its  effects  must  be  carefully  watched,  as  the  prepara- 
Lious  seem  to  vary  in  strength,  and  alarming  symptoms  and  even  fatal  re&ulta 
have  sometimes  followed  its  use.  In  any  case  it  is  inferior  to  atropine  and  its 
allies  in  this  condition.  Nicotine  and  the  other  members  of  the  group  are 
not  used  in  therapeutics. 

Tobacco. 

Tobacco  had  been  in  use  among  the  aboriginal  tribes  of  America 
before  they  became  known  to  civilization.  It  was  introduced  into 
Europe  soon  after  the  discovery  of  America,  and  its  use  as  an  article 
of  luxury,  bef^itming  in  England,  soon  spread  to  the  continent,  and  in 
spite  of  papal  bulls  and  numerous  efforts  on  the  part  of  the  secular 
authorities,  has  continued  to  enthral  a  considerable  portion  of  the 
human  race.  'l*he  most  widespread  use  of  tobacco — smoking — is  also 
the  most  ancient  one,  having  been  that  of  the  aboriginal  Indians, 
Snuff-taking,  introfluced  by  Francis  IL  of  France,  remained  fashion- 
able for  a  long  time,  but  is  now  alntost  obsolete.  Tobacco-chewing 
is  a  more  modern  development,  but  shows  no  signs  of  abatement. 
Curiously  enough,  the  leaves  of  the  pituri  plant,  which  contain  nicotine, 
are  formed  into  a  mass  and  chewed  by  the  natives  of  Australia,  In 
smoking,  snufhng  or  chewing,  nicotine  is  absorbed;  tobacco  smoke 
always  contains  nicotine,  though  the  amount  varies  with  different 
kinds  of  tobacco  and  also  with  the  way  in  which  it  is  smoked;  but  a 
large  proportion  of  that  contained  in  tobacco  passes  over  in  the  smoke 
along  with  pyridine  and  some  of  its  derivatives.  In  snuff  the  nicotine 
is  generally  small  in  amount,  while  in  chewing  tobacco  there  is  generally 
a  varying  amount  of  foreign  matter,  such  as  molasses. 

The  enjoyment  derived  from  the  use  of  tobacco  has  never  been 
adequately  explained,  and  it  is  not  even  proved  that  nicotine  is  essential 
to  the  pleasurable  results;  consideration  of  the  pharmacological  effects 
of  nicotine  gives  no  clue,  for  these  are  of  the  opposite  nature.  It  has 
been  suggested  that  smoking  gives  repose  and  thereby  improves  intel- 
lectual work,  but  this  is  denied  by  many  habitual  smokers.  It  has 
also  been  stated^  and  denied,  that  the  mental  energy  is  reduced  by  the 
use  of  tobacco,  and  an  attempt  has  been  made  to  demonstrate  this  by 
measuring  the  amount  of  work  done  with  and  without  tobacco;  but 
investigators  are  not  agreed  on  the  results,  which  probably  depeud 
largely  upon  the  individuab  One  fact  is  certain,  that  the  tobacco 
habit  cannot  be  compared  \vith  the  use  of  such  drugs  as  morphine, 
cocaine,  or  alcohol,  for  it  is  not  taken  with  the  purpose  of  producing 
stimulation  or  depression  of  the  central  nervous  system,  and  it  seems 
doubtful  w^hether  the  nicotine  ordinaril^^  absorbed  really  has  any  action 
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whatsoever*  Perhaps  the  local  effects  on  the  mouth,  aose  and  throat 
play  a  larger  part  in  the  effects  of  tobacco  than  is  generally  recognized* 
A  certain  amount  of  rhythmic  movement  demanding  no  exertion  seems 
ill  itself  to  have  a  soothing,  pleasure-giving  effect,  for  it  is  otherwise 
impossible  to  explain  the  satisfaction  enjoyed  by  many  in  chewing 
tasteless  objects,  such  as  gum  or  straws.  A  curious  fact  which  tends 
to  show  that  tobacco  smoking  is  not  carried  on  for  the  sake  of  the 
nicotine  absorbed,  is  that  the  pleasure  derived  from  a  pipe  or  cigar  is 
abolished  for  many  persons  if  the  smoke  it  not  seen,  as  when  it  is  smoked 
in  the  dark;  and  very  few  blind  men  enjoy  smoking. 

Most  people  may  indulge  in  the  moderate  use  of  tobacco  for  many 
years  with  fjerfect  impunity,  but  its  excessive  use  is  followed  in  many 
individuals  by  a  number  of  s^mptoms^  some  of  them  trivial,  others 
indicating  grave  changes  in  important  organs. 

One  of  the  commonest  effects  of  overindulgence  in  tobacco  is  a 
chronic  inflammation,  of  the  throat  and  upper  parts  of  the  respiratory 
passages^  leading  to  hoarseness  and  excessive  secretion  of  the  mucous 
glands.  This  is  explained  by  the  constant  application  to  the  throat 
of  an  irritant,  alkaline  vapor,  and  is  probably  not  due  to  the  specific 
action  of  nicotine.  A  similar  irritated  condition  of  the  tongue  is 
frequently  met  with,  more  especially  when  the  hot  vapor  is  constantly 
directed  on  one  part,  as  in  pipe  smoking,  and  it  is  sometimes  stated 
that  the  constant  irritation  thus  produced  renders  the  tongue  and  lip 
more  liable  to  cancerous  disease.  Dyspepsia,  wanj  of  appetite,  and 
consequent  loss  of  flesh  may  also  be  explained  by  the  local  irritation 
produced  by  the  nicotine  swallowed  in  the  saliva.  A  sjinptom  ascribed 
to  the  abuse  of  tobacco  is  palpitation  and  irregularity  of  the  heart, 
which  has  been  attributed  to  changes  In  the  inhibitory  mechanism. 
Another  important  symptom  is  dimness  of  vision,  especially  for  colors, 
and  imperfect  accommodation,  which  may  go  on  to  complete  blindness 
in  one  or  both  eyes*  In  early  cases  the  retina  often  appears  pale,  and 
if  the  condition  persists,  atrophy  of  the  optic  nerve  may  result,  prob- 
ably following  on  degenerative  changes  in  the  ganglion  cells  of  the 
macular  region  of  the  retina.  This  tobacco  amblyopia  is  held  by  some 
to  occur  only  when  the  tobacco  habit  is  accompanied  by  alcoholic  excess. 
Smoking  causes  a  slight  rise  of  blood-pressure  in  some  individuals, 
and  this  has  aroused  apprehensions  that  it  may  tend  to  favor  arterio- 
sclerosis, but  the  change  is  so  slight  that  these  fears  are  quite  ground- 
1^.  Nervous  symptoms,  such  as  tremor^  exaggeration  of  the  reflexes, 
headache  and  giddiness,  are  sometimes  developed  in  workmen  in 
tobacco  factories,  but  they  do  not  seem  to  be  induced  by  smoking  or 
chewing  tobacco,  though  depression,  muscular  weakness  and  giddiness 
are  sometimes  complained  of.  In  the  great  majority  of  cases  of  chronic 
tobacco  poisoning*  the  s\Tnptoms  disappear  on  abandoning  the  habit, 
or  even  on  restricting  the  daily  consunjption.  A  series  of  subjective 
and  even  objective  symptoms  are  said  to  be  induced  in  neurotic  subjects 
by  the  sudden  withdrawal  of  tobacco* 

Esser  has  recently  stateii  that  chronic  nicotine  poisoning  in  animals 
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induces  marked  disturbance  of  the  heart,  and  that  degeneration  of  the 
vagus  fibres  is  recognizable  histologically;  changes  have  al^  been 
found  in  the  nerve  cells  of  the  spinal  cord  and  sympathetic  ganglia 
similar  to  those  described  under  chronic  alcoholic  poisoning- 
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XI.    THE  ATROPINE  SERIES. 

The  atropine  series  contains  a  number  of  very  closely  allied  alkaloids 
of  which  the  chief  are  Atropine^  Hyoscyamin^  and  Hyoscine  or  Scopol- 
amine, They  are  found  in  several  plants  of  the  Solanacese  order,  and 
in  most  cases  several  of  them  occur  together. 

Atropine  may  be  broken  up  by  the  action  of  alkalies  into  an  alkaloid, 
Tropine^  and  Tropic  Acid,  The  former  is  a  pyridine  compound  very 
closely  allied  to  Ecgonine  (see  Cocaine)  as  may  be  seen  by  its  structural 
formula.,  while  the  latter  is  an  aromatic  acid, 

AtTDpuie. 


Tropine  radicle.  Tropic  acid  rtdid& 
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Atropine  is  racemic  hyoscyamine,  that  is,  it  consists  of  equal  parts  of 
bevohyoscyamine  and  dextrohyoscyamine,  but^  as  the  latter  is  only 
feebly  active  in  the  body,  the  action  of  atropine  is  practically  that 
of  its  la'voh^'oscyamine  half.  Leevobyoscyamine  is  formed  in  the 
plants,  and  is  readily  changed  to  atropine  in  the  plant  cells  and  also 
in  the  process  of  extraction,  so  that  the  relative  proportion  of  the 
isomers  in  the  plants  and  in  the  preparations  varies. 

Hyojfcine,  or  Scopolamine^  was  formerly  supposed  to  be  another 
isomer  of  atropine,  but  has  lately  been  shown  to  differ  slightly  in  its 
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Forniiila,  which  is  C17H11NO4.  It  ts  very  closely  allied  to  atropine^ 
and  is  decomposed  into  tropic  add  and  Scopoline  (Oacine),  which  is 
nearly  related  to  tropioe. 

A  number  of  other  alkaloids  have  been  described  in  different  plants,  generally 
associated  with  one  or  nriore  of  tho&e  already  tnenUoued.  But  on  examination 
these  have  generally  proved  to  be  inixturea  of  atropine,  hyoscyamine  and 
hyoacine.  Thus  the  Duboisim  of  Dnboisia  myoporoides,  the  M andragorine 
of  Mandragora  (Mandrake)  aud  the  Daturine  of  Datora  stramonium  have 
all  failed  to  maintaiu  their  position  as  new  bases  and  have  proved  to  be  mixures 
of  the  established  alkaloids  in  vaPi'ing  proportions.  Atropamine^  Belladonmne 
or  Apoatropijie  is  found  along  with  atropine  in  some  plants  (belladonna),  and 
may  be  formed  artificially  from  atropine  by  the  removal  of  a  molecule  of  water; 
it  is  a  compound  of  tropine  and  atropic  acid.  Pseudo-hyosct/amine  ia  said  to 
differ  from  atropine  and  hyoscyamine  in  some  of  its  chemical  relations,  but 
baa  not  been  the  subject  of  much  work  as  yet,  Alroscim  is  isomeric  with  acopo- 
lafuine,  and  the  same  relation  exiata  betw^n  them  aa  between  atropine  and 
hyoscy  amine. 

After  atropine  had  been  found  to  be  a  compound  of  tropine  and 
tropic  acid,  a  iimnber  of  other  acids  were  attached  to  tropine  in  the 
same  way  as  tropic  acid,  These  artificial  alkaloids  are  known  as  Tro- 
peine^,  and  in  action  resemble  atropine  in  some  points  while  differing 
from  it  ijJ  others.  The  only  artificial  tropeine  which  has  as  yet  been 
used  in  medicine  is  the  compound  of  tropine  and  oxytoluic  acid  known 
as  UomatTopine,  Scopoleines  have  been  formed  by  substituting  other 
acids  for  the  tropic  acid  of  scopolamine,  but  none  of  them  have  proved 
of  value  in  therapeutics  a3  yet. 

It  must  be  understood  that  the  combination  of  tropine  and  its  allies 
with  tropic  acid  does  not  partake  in  any  way  of  the  nature  of  the 
combinatioD  of  an  ordinary  alkaloid*  such  as  morphine^  with  an  acid. 
The  bond  b  the  much  closer  one  seen  in  tlie  compound  etliers,  and  the 
resulting  substance  is  alkaline  and  combines  with  acids  to  form  salts 
exactly  as  other  alkaloids  do. 

The  chief  plants  containing  these  alkaloids  are  Atropa  Belladonna 
(Deadly  nightshade),  Hyoscyamus  nlger  (Henbane),  and  Datura  Stra- 
monium CITiomapple), 

Of  leas  importance  are  Duboiaia  myoporoidea,  Scopola  alropoidea,  and  Man- 
dragora  autumnalis,  or  Atropa  mandragora  (Mandrake);  another  species  of 
Duboiaia  contains  nicotine. 

A  number  of  other  Solanaceae — e.  p,,  tobacco  and  potato  leaves,  are  aaid 
to  contain  small  quantities  of  the  atropine  alkaloids  but  the  quantity  present 
bm  ti  too  small  to  be  of  any  importance. 

These  alkaloids  all  resemble  each  other  closely  in  the  effects  pro- 
duced by  them  in  animals.  Some  differences  in  the  symptoms  exist, 
however^  and  the  action  of  atropine  alone  will  6rst  be  described  and 
later  the  points  in  w^hich  that  of  hyoscyamine  and  of  hyoscine  differ 
from  it. 

Atropine  acta  as  a  stimulant  to  the  central  nervous  system  and  also 
effects  a  number  of  peripheral  organs;  in  some  of  these  the  changes 
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are  due  to  the  interruption  of  nerve  paths,  while  in  others  these  remain 
intact  under  atropine* 

Symptoms.— In  nmn  j^  f^  gr*  (0.6  mg.),  causes  some  dryness  of  the 
mouth  and  throat,  and  thirsty  the  skin  also  feels  dry,  and  the  heart  may 
be  accelerate^l  after  a  short  period  of  slowing.  Doses  of  jV  F^-  (2.5  mgs,) 
are  followed  by  marked  dr>'ness  of  the  skin  and  throat,  thirst,  difficulty 
in  swallowing  and  hoarseness  in  speaking.  There  is  often  nausea,  and 
in  some  cases  vomiting,  headache,  and  giddiness;  the  pupils  are  wider 
than  normal  and  the  sight  may  be  indistinct,  especially  for  near  objects. 
The  respiration  may  be  quicker  and  the  pulse  often  beats  at  one  hundred 
per  minute  or  more.  A  symptom  that  is  often  present,  though  by  no 
means  invariably  so,  is  redness  of  the  akin,  more  especially  of  the  head 
and  neck;  the  conjunctiva  may  also  l>e  congested.  After  larger  doses 
the  same  symptoms  are  observed,  but  are  soon  followed  b}^  others  of 
graver  import.  The  patient  can  no  longer  swallow,  although  suffer- 
ing from  intense  thirst,  the  heart  is  generally  extremely  rapid,  speech 
is  difficult  and  hoarse,  and  the  pupils  are  dilated  until  the  iris  almost 
disappears.  Restlessness  and  garrulity  point  to  an  increase  In  the 
irritability  of  the  brain;  the  patient  at  first  talks  in  a  perfectly  normal 
way  but  soon  becomes  confused,  begins  a  sentence  and  does  not  finish 
it,  often  bursts  into  laughter  or  sobs,  and  in  short  becomes  delirious 
and  eventually  maniacal.  Often  marked  tremor  of  different  muscles 
may  be  observed,  and  eventually  con\iilsions  set  in  and  may  be  the 
cause  of  death  tlirough  the  failure  of  the  respiration.  As  a  general 
rule,  however,  the  stage  of  excitement  passes  into  one  of  depression, 
the  patient  sinks  into  a  sleep,  which  deepens  into  stupor  and  coma, 
the  respiration  and  heart  become  slow,  weak  and  irregular,  and  death 
eventually  occurs  from  asphyxia. 

In  the  frog  the  injection  of  small  quantities  of  atropine  is  followed 
by  a  period  of  depression  and  paralysis  of  the  peripheral  nerve  termina- 
tions resembling  that  seen  under  cLirara;  after  a  few  days  there  super- 
venes a  stage  of  increased  reflex  excitability  and  tonic  convulsions 
indistinguishable  from  those  seen  under  strychnine.  This  stage  slowly 
passes  off  and  the  animal  again  becomes  normal. 

Action.— These  symptoms  in  man  and  other  mammals,  indicate 
stimulation  of  the  Central  Nerrous  System  followed  by  depressiom 
Those  observed  in  man  sometimes  resemble  those  seen  in  the  excite- 
ment stage  of  alcohol  poisoning,  and  it  has  been  suggested  that  in 
both  the  cause  is  rather  a  lessening  of  the  control  normally  exercised 
by  the  higher  powers  over  the  lower  motor  areas  than  a  true  stimula- 
tion of  the  latter.  But  this  is  shown  to  be  incorrect  by  the  fact  that 
in  atropine  poisoning  the  fliotor  area  is  more  easily  stimulated  by  the 
electric  current  than  normally.  The  stimulant  action  of  atropine 
is  also  seen  in  the  increased  reflex  response  to  irritation  of  the  skin, 
as  well  as  in  the  augmented  activity  of  the  centres  in  tlie  medulla* 
The  nervous  symptoms  under  atropine,  therefore,  arise  from  true 
stimulation  of  the  central  nervous  system,  but  they  are  wholly  different 
from  those  produced  by  strychnine,  because  the  latter  acts  more  espe- 
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daily  on  the  lower  parts  of  the  nervous  axis,  while  atropine  acts  more 
strongly  on  the  higher  divisions.  The  most  marked  symptoms  of 
strychnine  poisoning  arise  from  the  spinal  cord  and  medulla  oblongata, 
and  consist  in  increased  reflex  movements  and  convulsions,  while 
those  caused  by  atropine  are  rather  to  be  referred  to  the  brain,  and 
consist  in  increased  coordinated  movements,  such  as  talking  and 
delirimn,  the  exaggerated  reflex  being  of  minor  importance. 

Atropine  differs  from  caffeine,  on  the  other  hand,  in  its  effect  on  the 
brain,  for  under  the  latter  the  psychical  functions  are  those  affected 
6rst  of  all.  It  would  seem  probable,  then,  that  each  of  these  three 
stimulates  the  whole  of  the  central  nervous  system  more  or  less,  but 
that  while  strychnine  acts  more  strongly  on  the  lower  divisions,  the 
spinal  cord  and  medulla,  and  caffeine  on  the  highest  functions,  the 
psychical,  atropine  occupies  a  midway  position^  and  exercises  its  chief 
action  on  the  motor  divisions  of  the  brain.  These  are  rendered  so 
excitable  that  the  controlling  areas  can  no  longer  keep  them  in  check, 
and  an  increase  in  movement  occurs  somewhat  resembling  that  seen 
when  the  controlling  areas  are  depressed  by  alcohoh  The  stimulant 
action  spreads  downward  when  large  quantities  have  been  absorbed, 
and  involves  the  medulla  oblongata  and  spinal  cord,  so  that  symptoms 
resembling  those  seen  in  strychnine  poisoning  may  make  their  appear- 
ance. After  the  stimulation  has  lasted  some  time,  depression  sets  in 
and  may  go  on  to  complete  paral>'5is  of  the  central  nervous  system, 
which  is  fatal  to  mammals  through  cessation  of  the  respiration.  Even 
during  the  stimulation  stage  some  symptoms  of  depression  are  to  be  made 
out,  exactly  as  has  been  described  under  strychnine. 

The  peripheral  action  of  atropine  invoh'es  a  number  of  secretory 
glands*  organs  containing  unstriped  muscular  tissue,  and  the  heart. 

Most  of  the  Secretions  are  decreased  by  the  application  of  atropine 
^-salivary,  gastric,  pancreatic,  mucus,  and  sweat.  This  is  due,  not 
to  any  action  upon  the  secretory  cells,  but  to  the  failure  of  nervous 
impulses.  It  has  been  investigated  most  carefully  in  the  salivary 
glands,  but  enough  work  has  been  done  on  the  others  to  show  that  the 
process  is  the  same  in  all.  The  secretion  of  saliva  in  the  normal  animal 
seems  to  occur  only  when  impulses  reach  the  gland  cells  by  one  of  two 
paths — through  the  chorda  tympani,  or  through  the  cervical  sympathetic 
fibres.  If  the  chorda  t>^ani  be  divided  and  put  on  electrodes  and  a 
cannula  be  passed  into  Wharton's  duct,  a  rapid  flow  occurs  through  it 
on  stimulation  of  the  nerve,  whicli  ceases  or  is  very  much  diminished 
on  stopping  the  stimulation.  If  now  atropine  be  injected,  stimulation 
causes  no  increase  in  the  secretion,  and  atropine,  dierefore,  seems  to 
paralyze  some  part  of  the  peripheral  secretory  apparatus.  The  chorda 
tympani  passes  through  ganglion  cells  on  its  way  to  the  gland  cells, 
and  the  impulses  might  be  hindered  in  their  passages  through  these,  as 
actually  occurs  under  the  action  of  some  drugs.  (See  Fig,  25,)  But 
this  is  not  the  explanation  of  the  inefficiency  of  chorda  stimulation,  as 
is  shown  by  the  fact  that  if  the  electrodes  be  pushed  into  the  hilus  of  the 
gland  so  as  to  stimulate  the  nerve  fibres  beyond  the  ganglia  no  secretion 
21 
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foflows.  Another  explanation  would  be  that  tlie  gland  cells  themselves 
arc  jmralyzeii  [>y  atro(>ine,  but  this  is  shown  not  to  be  the  case,  for 
on  ■ttniiilatirt};  the  Kyuipathetie^  which  supplies  the  same  cells  as  the 
chorda  tyiii|jHiii,  the  usual  secretion  follows.  Hie  site  of  action  of  atro- 
pine, thercfori',  srrmH  to  lie  hetween  the  ganglion  cells  on  the  course 
of  the  WK>rdH  tympani  and  the  secretory  cells,  that  is,  the  point  of 
attai'k  iH  the  tertniimt'tons  of  the  nerve  fibres  in  the  gland  cells.  The 
aHion  i»«  limitc<l  to  (Trtfiin  definite  terminations,  for  it  has  been  noted 
alrfiirly  that  tlic  sympathetic  secretory  fibres  are  not  paralyzed^  and  it 
wft»  diM-overcd  by  J  ]eic]t.'rihain  that  the  vasodilator  fibres  of  the  chorda 
tympani  are  not  paralyzed  by  atropine.  Stimulation  of  the  nerve 
after  atropine  therefore  induces  no  secretion,  but  the  gland  becomes 
reil  and  Hwr^llcn,  and  the  blood  escapes  from  the  veins  in  larger  quantity 
and  ill  ^qmrtri  in  the  same  way  as  in  the  unpoisoned  animal  under  chorda 
iilinudjiti*Hi.  Atropine,  thcn^  seems  to  select  the  terminations  of  the 
Bccretory  iihre**  of  the  cliorda  tympani  for  paralysis  and  to  leave  all 
Otlicrs  unafl'ccted.  The  secretion  of  saliva  seems  to  occur  generally 
only  Oh  I  lie  arrival  of  impulses  by  way  of  the  chorda  tympani,  so  that 
iy\\  the  panilysii*  of  its  terminations  the  secretion  ceases  entirely. 

In  the  same  way  the  other  glands  of  the  mouth,  throat,  7iose  and  re^spira- 
iory  imssagfft  cense  secreting  after  atropine>  and  the  effect  is  the  char- 
acteristic dryness  of  the  month,  the  hoarseness  of  the  voice,  and  the 
thirf^t  and  ditlirnlty  in  swallowing  complained  of  after  its  administration. 

The  seerctioti  of  the  gastric  juice  has  been  shown  to  be  dimin- 
ijthwi  or  entirely  arretted  by  atropine,  which  paralyzes  the  termina- 
tior)!*  of  the  secretory  filires  of  the  pneumogastric  nerve  in  the  stomach 
(Fig.  Ul),  *rtie  hydnK'hlrtric  acid  of  the  secretion  is  more  reduced 
thftn  either  the  pepsin  or  the  fluid  as  a  whole.  The  secretion  of  pan- 
crtatic  juict  i?  retluced  after  atropine,  and  stimulation  of  the  pneutno- 

Ktric  ha*  no  efTei^t  on  it,  while  in  the  normal  animal  it  accelerates 
flow.  The  stH^retion  induced  by  the  specific  pancreatic  hormone, 
hUprttin,  ctuitiiixie$.  5<ho\^ing  that  atropine  does  not  act  on  the  cells 
of  the  j^tu'rfus,  but  only  isolat«^  them  from  the  pneumogastric  nerve. 
But  the  forumtiou  of  secretin  depends  on  the  passage  of  hydrochloric 
Aokl  into  the  dutxienum,  ai>d  tliis  is  lessened  by  the  action  on  the  gastric 
j^Okds,  the  pancmtic  secretion  b  (luther  reduced  in  this  mdirect  way. 
Tilt  McretKMi  of  tmr$  is  diminisbed  by  atropine,  presumably  from 
Ik*  intvmiptio^i  of  the  nervous  connectioiis  of  the  lachr>-mal  glaods. 
Tilt  kik  is  al^)  mkl  to  be  soinewfajit  lessened  by  atit^ine.  The  iiitei^ 
rhimr  of  gl>\x^i  And  in  the  lixrr  is  not  ^ffnted  by  Atn^>ii>e 
atrordiMiE  tu  nxYUt  inxietstigatiotts  {McOuigan\ 

T%0  mvm  pianU>^  is  prodoctd  in  the  ttrminations  of  the  Dcrves  in 
iKe  mMl  flMHbt.  SdttwtkNi  of  tbe  sciatic  nerve  as  a  imeral  rule 
cttttM  p«r!(|imtioa  in  tke  loot  ol  tbe  c«t  *od  dog*  but  after  atropine 
tKb  etfev^  is  absent,  because  tht  iiHihf  i'  tasMt  rmA  the  ccBs  tbronich 
the  peM^S^  iMMhulwiai  nA  l^sldn  thewftat  fcecaiaic  dry  and 
he4.  IW  laral  anJfealM  of  aCrofim  to  tl«  skM 
»«eat  j«\tttk«u  as  ic  dots  not  pewtrate  to  tfe  ^baA-  The  secretion 
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of  milk  is  not  materially  changed  by  atropine,  whether  the  alkaloid 
13  carried  to  it  by  the  blood  or  is  applied  locally;  and  such  drugs  as 
increase  the  milk  secretion  (pituitary  extract)  are  not  antagonized  by 
atropine.  This  is  in  accord  with  the  physiological  observation  that 
the  mammary  gland  continues  to  secrete  after  all  its  nerves  have  been 
cut  and  allowed  to  degenerate;  in  other  words  the  mammary  secretion 
is  largely  independent  of  the  central  nervous  system. 

The  kidiwy  is  not  controlled  so  directly  hy  nerve  influences  as  most 
of  the  glands,  and  atropine  causes  little  or  no  change  in  the  amount 
of  untie  except  what  is  probably  the  indirect  result  of  the  arrest  of  the 
other  secretions.  The  secteiion  of  lymph  is  not  altered  by  atropine^ 
so  that  it  is  probably  not  controlled  by  nerves  in  the  same  way  as  the 
true  secretions* 

All  Organa  Containing  Unstriped  Muflcle  (apart  from  the  arterial  wall) 
seem  to  be  altered  by  atropine.  Thus  the  movements  of  the  pupil 
and  cesopbagus  (except  in  aaimals  in  which  these  consist  of  striped 
muscie)t  stomach,  intestine,  bladder,  uterus,  spleen  and  thoracic  duct 
are  affected  by  atropine. 

The  dilatation  of  the  pupil  occurs  on  internal  administration  as  welJ  as 
an  the  application  of  minute  quantities  locally,  and  is  due  to  paralysis 
of  the  myoneural  junctions  in  the  circular  muscle  of  the  iris.    This  is 

shown  bv  the  fact  that  stimulation  of  the  motor  oculi  nerve  or  of  the 

* 

postganglionic  fibres  from  the  ciliary  ganglion  is  without  effect.  This 
limits  the  paralysis  to  the  periphery,  and  that  the  muscle  is  not  acted 
on  is  shown  hy  its  reacting  to  electrical  stimulation.  The  local  nature 
of  the  action  may  be  further  shown  by  carefully  applying  a  minute 
quantity  of  the  drug  to  one  side  of  the  cornea,  w  hen  dilatation  of  one 
half  or  less  of  the  pupil  occurs^  the  rest  remaining  contracted.  The 
motor  oculi  (Fig.  26)  constantly  transmits  impulses  through  the 
ciliary  nerves  to  the  sphincter  muscle  of  the  iris  and  keeps  the  pupil 
moderately  contracted,  and  when  these  impulses  can  no  longer  reach 
the  iris  owing  to  the  interruption  of  the  path*  the  sphincter  relaxes 
and  the  pupil  dilates.  The  contractile  substance  does  not  seem  to 
be  affected  by  the  ordinary  application  of  atropine,  but  if  strong 
solutions  be  continuously  applied,  it  may  be  paralyzed  by  it  as  by 
many  other  drugs.  Atropine  antagonizes  the  action  of  pilocarpine 
in  the  pupil  after  degeneration  of  the  motor  oculi,  and  the  receptor 
for  these  alkaloids  therefore  does  not  undergo  degeneration  and  must 
be  situated  in  the  muscle  between  the  nerve  ends  and  the  contractile 
substance. 

The  constrictor  muBcte  is  constantly  opposed  by  dilator  fibres,  and  when 
the  former  is  throv^Ti  out  of  activity  by  the  paralysis  of  the  termrnationa  of 
the  motor  oculi,  the  radiating  fibres  cause  an  active  dilatation.  If,  however, 
the  radiating  muscular  fibres  be  separated  from  their  innervating  centre  by 
uection  of  the  cervical  sympathetic  nerve  in  the  nei?kj  they  also  cease  to  con- 
tract and  there  is  no  active  dilatation^  ao  that  atropine  causes  less  widening 
of  the  pupil  than  it  would  if  impulses  continued  to  reach  the  radiatinp  muscle. 
After  the  application  of  atropine  to  the  eye,  the  iris  often  relaxes  with  s^^fh- 
dent  force  to  tear  weak  adhesiouB  to  the  lena,  and  if  the  iris  be  attached  at 
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two  pointfi  to  the  lenB,  atropine  causes  a  bovr-sfiaped  dilatation  between  them, 
tlic  concavity  being  directed  inward.  The  dilatation  ia  therefore  an  active 
movoment,  accompllBhed  by  the  contraction  of  the  radiating  mnacidar  fibres^ 
but  these  are  not  put  in  motion  b^^  the  action  of  atropine  on  the  radiating 
inusflea  of  the  iris,  or  their  nerves,  but  by  the  normal  impuUe^  descending 
frotn  the  central  nervotis  s.vsteni,  which  after  atropine  are  not  counterbalanced 
by  impulses  reaching  the  circular  fibres, 


FiO.  2fl 


DjagTAm  of  the  mnerva,ttr>n  ai  the  ina.  a  fibre  of  the  motor  ocuLL  pasains  Trom 
ihe  brain  to  the  dliary  {ftttiKUoii  (N),  in  whicb  it  terminAtca  around  a  oervo  ceU.  which 
aetids  an  atia  rytiiKlur  to  lerminaLe,  in  the  circulur  &bres  of  the  iris,  H,  »  sympathetic 
nerv«  Hbta  issuins  from  the  lower  cervical  cord,  running  through  the  otellato  and  inferior 
cervical  i^aneUa  and  terminating  arotiDd  a  ganglion  eetl  in  the  superior  cervicftl  ganglion, 
O.  The  axis  cylinder  from  this  nerve  cell  runs  to  the  im  (pftSsinE  the  ciliary  Ranglion) 
and  terminates,  C,  on  the  radiating  fibres.  M  is  the  point  aoted  on  by  atropine  And 
museariuo.  N,N',  the  ganglion  cella.  is  the  seat  of  action  of  nicotine.  C,  the  terminations 
in  the  dilator  fibrea,  that  of  odreaatine. 

The  dilatation  of  the  pupil  eJTected  by  atropine  is  not  quite  Diaxi- 
mal,  for  stimulation  of  the  cervital  sympathetic  trunk  generally 
increases  it,  though  but  slightly.  It  differs  considerably  in  different 
animals,  being  more  complete  in  man,  the  dog  and  the  cat  than  in 
the  rabbit,  entirely  absent  in  birds  and  reptiles,  and  elicited  with  diffi- 
culty in  the  frog*  In  birds  and  reptiles  the  iris  consists  of  striped 
muscle  fibres,  and  accordingly  atropine  has  no  action  on  the  nerve 
terminations. 

When  complete  dilatation  is  attained,  the  pupil  ceases  to  contract 
in  brij^lit  light,  as  the  impulses  descending  from  the  central  nervous 
system  are  prevented  from  reaching  the  muscle,  although  the  rest  of 


the  reflex  arc  is  intact.  Tlie  retina  is  unprotected  from  bright  hght  and 
this  often  gives  rise  to  pain  and  discomfort  in  the  eyes  and  headache. 

Besides  the  dilatation  of  the  pupil,  a  further  result  of  the  applica- 
tion of  atropine  to  the  eye  is  the  paral>  sis  of  the  accommodation.  Near 
objects  are  no  longer  seen  clearly,  while  distant  ones  are  as  distinct 
as  formerly  or  may  be  even  more  distinct  in  some  eyes*  The  action 
is  here  again  on  the  myoneural  jinictionp  in  this  case  in  the  ciliary 
muscle.  On  local  application  the  relaxation  of  the  lens  occurs  later, 
and  disappears  carHer  than  the  dilatation  of  the  pupih  and  larger 
quantities  are  requised  to  produce  it. 

Fro.  27  Fig.  28 
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ChATts  of  the  dumfea  in  the  act^mmodntion  (pp]  and  in  the  pupil  t'^'^)  under  utmpine 
The  impairment  of  the  accommodAlion  flod  the  widening  of  the  pupil  are  Lndicated  by 
downivard  movemeatv  of  the  linea.  while  ihc  returti  to  the  uonual  ia&hovn  by  ao  upward 
mm'eiuent.  In  Fig.  27  the  time  from  the  appticfttion  of  Jitropine  ii  given  tn  mijiutes  to 
ihow  the  beffiomTtg  of  the  actioo;  io  Fig*  ^  tho  time  u  in  di^'t  to  ahow  the  gradual 
recovery,   (After  Donders.) 


The  {niraocular  presifure  appears  to  be  unchanged  by  atropine  in  the 
normal  eye,  but  when  there  is  a  tendency  to  hypernormal  pressure, 
atropine  often  augments  it  considerably  whether  it  is  applied  locally 
or  is  carried  to  the  eye  by  the  circulation.  This  is  apparently  the 
indirect  result  of  the  dilation  of  the  pupil,  by  which  the  lymph  outflow 
is  obstructed ;  in  the  normal  eye  this  is  not  sufficient  to  raise  the  pressure, 
hut  in  eyes  in  which  the  outflow  is  already  deficient  the  additional 
hindrance  naay  suffice  to  increase  the  tension  and  precipitate  an  attack 
of  glaucoma. 

The  bronchial  mnscle  normally  contracts  when  the  pneumogastric 
nerve  is  stimulated,  hut  makes  no  response  after  atropine,  which  par- 
alyzes the  myoneural  terminations;  the  sympathetic  fibres  which  inhibit 
the  bronchial  muscle  and  dilate  the  bronchi  are  unaffected  by  atropine. 

The  terminations  of  the  nerves  in  the  unstriped  muscle  of  the 
mophagvs  are  affected  in  the  same  way  as  in  the  bronchial  muscle. 
A  curious  contrast  has  been  noted  by  Luchsingcr  in  the  behavior  of 
the  cesophagus  in  rabbits  and  cats,  in  the  former  of  which  the  muscle 
is  striated,  while  in  the  latter  the  upper  part  is  striated,  the  lower 
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is  unstriated.  Atropine,  he  found,  paralyzes  the  vagus  in  those  parts 
which  are  unstriped,  while  leaving  unaffected  those  in  which  the  fibres 
are  striped.  Exactly  the  opposite  occurs  after  curara,  which  paralyzes 
the  nerve  supply  of  the  striped  muscle,  while  leaving  the  unstriped 
active. 

It  is  possible  that  the  difficulty  in  swallowing,  which  is  so  well 
marked  in  cases  of  poisoning  by  atropine,  may  be  due  in  part  to  the 
paralysis  of  the  motor  nerve,  but  it  is  generally  attributed  to  the 
absence  of  the  mucous  secretion  and  consequent  dryness  of  the  passages. 


Movement  of  the  interline.  At  pilocarpine  causea  a  violcat  tetanic  cotitra(!tion. 
which  ia  tnaintained  unii\  at  A  ntropitie  l9  applied,  when  the  apaaai  is  immediately 
relieved.    The  normal  pendulum  xaovetnenta  cQtitiQue  afterwards.  (Magniu.) 


Atropine  has  generally  a  sedative  effect  on  the  movements  of  the 
stomach  and  uUesfmCj  though  vomiting  is  not  infrequently  observed 
in  cases  of  poisoning,  and  less  often  free  evacuation  of  the  contents 
of  the  bowel.  After  very  small  quantities  the  normal  peristalsis  ia 
not  affected,  and  the  movement  induced  by  ordinary  doses  of  tlie  purga- 
tives 15  not  arrested,  but  the  griping  pains  resulting  from  large  doses 
or  from  the  more  violent  purgatives  are  absent  or  less  marked  if  atro- 
pine is  given  along  with  them.  Similarly,  the  violent  peristaltic  and 
tetanic  contractions  seen  after  such  poisons  as  pilocarpine  and  mus- 
carine are  prevented  by  the  preliminary  injection  of  atropine. 

These  results  suggested  that  atropine  paralyzes  the  terminations  of 
some  of  the  extrinsic  nerv  es  of  the  stomach  and  bowel  in  the  same 
way  as  it  paralyzes  the  oculomotor  terminations  in  the  iris.  But  this 
proves  to  be  incorrect^  for  the  vagus  and  splanchnic  nerves  continue 
to  exert  their  ordinary  influence  after  atropine.  In  fact^  these  small 
doses  of  atropine  appear  to  arrest  only  certain  abnormal  violent 
forms  of  contraction,  and  as  they  do  this  without  interfering  with  the 
normal  peristalsis  and  without  interrupting  the  path  of  nervous  im- 
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pulses  from  the  brain  to  the  bowel,  it  must  be  accepted  that  these 
abnormal  Forms  arise  from  some  mechanism  which  is  distinct  from 
that  presiding  over  the  ordinary  peristalsis,  and  which  does  not  lie  on 
the  path  of  the  nerve  impulses. 

This  action  on  abnormal  contractions  is  the  only  one  induced  by 
therapeutic  doses  of  atropine,  but  in  animal  experiments  large  quantities 
tend  to  increase  the  peristalsis  from  some  action  exerted  on  the  plexus 
of  Auerbach  (Magnus),  It  is  possible  that  this  increased  peristalsis 
may  account  for  the  vomiting  and  purging  sometimes  seen  in  cases  of 
poisoning.  Finally,  very  large  quantities  paralyze  the  muscle  fibres, 
but  this  probably  does  not  occur  in  the  intact  animal 

Atropine  exercises  the  same  sedative  eff^ect  on  the  movements  of 
other  organs  as  on  those  of  the  boweb  Thus,  the  spleen^  uiertw  and 
bladder  react  like  the  stomach  and  bowel  several  poisons  failing  to 
induce  contractions  after  atropine,  while  stimulation  of  the  nerves 
continues  to  be  effective.  It  has  been  observed  frequently  in  cases  of 
poisoning  that  the  urine  is  ejected  soon  after  the  ingestion  of  the  poison^ 
and  subsequently  there  is  a  desire  to  micturate  without  the  ability 
to  do  so.  The  rh^'thmica!  contractions  of  the  ureters  and  of  the  other 
ducta  of  the  geiii to-urinary  tract  show  the  same  changes  under  atropine 
as  the  intestine. 

Fio.  :iO 


Trncinta  of  tbQ  vcQtriole  (lower)  and  auricle  Cupp«r)  of  the  do^t  hwt.  Duriog 
iyatoLe  the  leven  moved  upward;  during  diastole,  dotrnwixd.  At  A,  the  heart  was 
aormal;  at  By  the  inliibitory  tibrea  were  siimulatedi  eleotiically.  and  thii  was  contioucd 
throughout  the  tracinjt-  Tho  Tentricular  rhythni  became  stow  aod  ure^iar,  while  the 
auncle  stood  atlll  In  dioatolQ.  At  C,'  atropiofl  sulphate  w&s  iojeoted  iota  a  velix,  and  at 
D  the  effects  of  the  iDhibition  began  to  pan  off,  aithouch  the  stiniulatioa  waa  contiaued. 

Atropine  paralyzes  the  Inhibitor?  Terminatioiis  of  the  Ta^tia  in  the 
Heart,  and  stimulation  of  this  nerve  therefore  causes  no  change  in 
the  pulse  after  its  administration.  Nicotine  in  large  doses  also  removes 
the  inhibitory  power  of  the  vagus,  but  acts  on  a  different  part  of  the 
nerve,  namely*  on  the  ganglia.  That  atropine  does  not  act  here  but 
on  the  terminations  has  been  shown  by  a  number  of  observations. 
Thus,  in  the  normal  frog*s  heart,  and  even  after  paralysis  of  the 
ganglia  on  the  course  of  the  vagus,  electrical  stimulation  of  the  venous 
anus  causes  slowing  and  standstill  of  the  hearty  because  the  stimulus 
reaches  the  postfcangUonic  nerve  fibres  (Fi^^.  24,  p.  310);  but  after 
;atroplne,  no  slowing  follows  stimulation  of  the  sinus.    Again,  several 
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drugs  stimulate  the  ends  of  the  vagus  m  the  heart  and  act  on  parts 
in  which  no  ganglia  exist,  Imt  these  drugs  have  no  effect  whatever 
after  atropine.  Small  (|uantities  of  atropine  have  no  further  action 
on  the  heart  than  the  paralysis  of  the  inhibitory  nerve  ends.  The 
terminations  of  the  accelerator  nerve  are  unaffected,  exactly  as  the 
terminations  of  the  sympathetic  in  the  sali^'ary  glands,  and  the 
heart  muscle  is  neither  stimulated  nor  depressed.  The  heart  is  there- 
fore placed  in  the  same  position  as  if  the  vagus  were  divided  in  the 
neck,  and,  accordinglyj  it  is  acceleraterl  in  some  animals,  while  in  others 
the  rhythm  is  unchanged.  In  the  dog  there  is  marked  quickening 
of  the  heart  after  atropine,  because  normally  impulses  are  constantly 
transmitteil  from  the  inhibitory  centre  in  the  medulla,  and  these 
prevent  the  lieart  from  heating  as  rapidly  as  it  would  if  freed  from 
the  nervous  control  In  the  cat  the  tone  of  the  vagus  is  less,  and  the 
changes  produced  by  atropine  are  correspondingly  smaller,  while  in 
the  rabbit  and  frog  tliere  is  generally  no  iiihi}>itory  retardation  of  the 
heart,  and  atropine  therefore  produces  little  change.  In  man  the 
efTects  vary  considerably  with  the  age  of  the  patient.  The  inhibitory 
fibres  seem  almost  inactive  at  birth,  but  their  tone  increases  with  age 
up  to  25-35  years,  and  from  this  time  lessens  again  and  is  \'ery  slight 
in  old  age.  Atropine  does  not  quicken  the  heart  in  the  newborn  child, 
but  up  to  about  30  the  acceleration  increases  with  the  age,  and  from 
this  point  onwards  it  lessens  again  until  the  heart  is  accelerated  by 
only  4-5  beats  per  minute  in  patients  between  80-90  years.  Along 
with  the  acceleration  of  the  pulse  the  other  effects  of  vagus  section 
are  also  produced — increase  in  the  extent  of  systole,  decrease  in  the 
diastole  and  augmentation  of  the  output  of  the  heart  per  minute. 

Stimulation  of  the  vagus  causes  no  rctardatioD  of  the  pulse  after  an  ordinary 
dose  of  atropine,  but,  on  the  contrary,  is  not  iiifrcquently  followed  by  accelera- 
tion from  the  presence  of  accelerutor  fibres  which  are  not  affected  by  atropii^e. 
But  it  is  fomid  that  if  a  minimal  amount  of  atropine  is  given,  so  that  Elight 
vagus  stimulation  has  no  efFcct,  a  very  strong  current  may  Btill  slow  the  heart; 
the  terminations  are  so  weakened  that  feeble  impulses  fail  to  reach  the  heart, 
but  strong  impulses  can  still  force  their  wuy  tlirough  the  block,  (Pilcher  and 
Sollmann.) 

Large  quantities  of  atropine,  besideg  paralysing  the  vagus,  weaken  and 
deprejjs  the  heart  muscle,  and  the  contractions  consequently  beconne  slower  and 
weaker  and  the  output  of  the  heart  is  less  than  noriiiol.  Even  therapeutic  doaos 
injected  hypodcrraically  in  man  slow  the  pulse  for  a  short  time,  apparently 
from  direct  action  on  the  heart  muscle;  the  first  cffoL-t  ia  thus  a  fall  in  the 
puAsG  rate  followed  by  marked  acceleration. 

The  Peripheral  Action  of  therapeutic  doses  of  atropine  is  due  to  its 
paralyzing  receptors  in  a  number  of  organs.  Some  of  these  are  nor- 
mally put  in  action  by  nerve  impulses^  which  they  transmit  to  the 
contractile  or  secretory  cells,  and  their  paralysis  by  atropine  leads  to 
the  failure  of  part  of  the  nervous  control  of  the  organ  (many  glands* 
pupib  bronchial  muscle,  oesophagus,  and  heart).  In  other  organs  the 
receptors  do  not  lie  in  the  path  of  nerve  impulses  and  their  paralysis 
by  atropine  therefore  does  not  affect  the  nervous  control  of  these 


organs  (muscle  of  stomach,  intestine,  spleen,  uterus,  and  bladder)^ 
The  effects  of  atropine  on  these  organs  is  in  fact  only  detected  by  the 
cessation  of  unusual  movements  induced  by  certain  poisons  and  by 
some  pathological  conditions  (see  also  muscarine  and  pilocarpine, 
p.  342)*  The  organs  thus  affected  receive  their  innervation  from  the 
autonomic  system,  some  of  them  from  the  parasympatlietic  division, 
some  others  from  the  sympathetic;  atropine  cannot  be  said  to  affect 
either  of  these  divisions  exclusively,  but  its  action  on  the  myoneural 
junctions  of  the  parasj-mpathetic  divbion  is  more  prominent  than  that 
on  tlje  sympathetic* 

The  voluntary  Muscles  are  not  directly  affected  by  atropine.  An 
action  similar  to  that  of  curara  is  seen  in  tlie  frog  under  large  doses, 
and  evidence  of  a  similar  action  in  mammals  is  offered  by  the  fact 
that  the  twitching  induced  by  physostigmine  through  its  action  on 
the  myoneural  junctions  is  antagonized  by  atropine;  but  no  true  cur&ra 
action  is  induced  by  atropine  in  mammals. 

The  terminations  of  the  Sensory  Nerves  are  depressed  by  its  local 
application.  Thus,  when  atropine  is  applied  to  an  irritated  surface  of 
the  skin  or  to  a  mucous  membrane,  numbness  is  produced  and  the  sen- 
sation of  pain  is  lessened;  no  such  effect  occurs  when  atropine  ointment 
is  rubbed  on  the  unbroken  skin  and  the  local  anaesthetic  effect  is  not 
elicited  by  its  internal  administration, 

Circulation*^The  changes  in  the  circulation  under  atropine  arise 
for  the  most  part  from  the  changes  in  the  heart  The  blood-pressure 
often  falls  for  a  few  minutes  at  first  from  the  direct  action  on  the  heart 
muscle  and  then  rises  above  the  normal  from  the  acceleration  when  this 
is  marked.  But  the  rise  in  pressure  from  the  acceleration  is  not  great 
unless  there  is  unusual  activity  of  the  inhibitory  mechanism  previously. 
There  is  no  evidence  that  the  vasoconstrictor  centre  in  the  medulla 
is  excited  by  atropine,  and  although  concentrated  solutions  of  atropine 
perfused  through  the  vessels  cause  them  to  dilate  from  action  on  their 
walb,  this  does  not  occur  in  the  living  animaL  Very  large  amounts 
of  atropine  depress  the  heart  and  consequently  the  blood-pressure  falls; 
the  respiration  fails  in  cases  of  poisoning  before  the  heart  is  seriously 
injured.  In  poisoning  there  is  often  flushing  of  the  skin  of  the  head 
and  neck  and  a  rash  resembling  that  of  scarlet  fever^  and  these  have 
been  regarded  as  due  to  dilatation  of  the  arterioles  from  stimulation  of 
the  vasodilator  centre;  the  flush  is  said  to  disappear  on  section  of  the 
cervical  sympathetic  cord,  which  would  suggest  its  central  origin.  The 
rash  usually  disappears  after  a  few  hours,  but  is  sometimes  followed 
in  a  day  or  two  by  desquamation. 

The  action  of  atropine  on  the  RespiratlQn  has  been  the  subject  of 
much  discussion.  In  therapeutic  doses,  its  only  effect  is  to  relax 
the  bronchi t  and  the  respiratory  centre  is  unaffected;  larger  amounts 
accelerate  the  breathing  from  stimulation  of  the  centre  and  increased 
formation  of  carbon  dioxide.  In  severe  poisoning  this  quickened 
breathing  is  frequently  interrupted  by  convulsive  movements,  and 
such  an  interruption  often  proves  to  be  final    If  it  returns,  the  move- 
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ments  become  shallower  and  slower  in  tlie  stage  of  depressiDii  of  the 
nervous  centres,  and  the  failure  of  the  respiration  is  the  cause  of  death 
in  fatal  cases  of  poisoning. 

Atropine  often  induces  a  marked  rise  in  Temperature*  the  cause  of 
which  cannot  be  said  to  he  definitely  known.  According  to  Ott  the 
dissipation  of  heat  is  increaseti,  hut  the  heat  formation  undergoes  a 
still  greater  augnaentation.  This  seems  to  be  independent  of  the  cir- 
culatory changes  and  also  of  the  convulsions,  and  is  attributed  by  him 
to  direct  action  on  the  heat  centres  of  the  brain. 

Disthbutioii  and  Excretion. — Atropine  is  rapidly  alisorbed  and  may 
be  found  in  most  organs.  It  is  excreted  in  the  urine  Id  man  and  most 
animals,  partly  as  unchanged  atropine,  partly  broken  up  into  tropine; 
from  a  third  to  a  half  of  that  ingested  reappears  in  the  urine,  and  traces 
iiave  been  found  in  the  milk  and  also  in  the  foetal  hlood.  The  rest  of 
the  atropine  undergoes  oxidation  in  the  body,  but  it  is  not  determined 
where  this  destruction  occurs  except  in  the  case  of  the  rabbit,  in  whicli 
it  seems  to  be  rapidly  decomposed  by  ferment  action  in  the  blood;  the 
blood  of  man,  the  dog  and  many  other  animals  does  not  seem  to  possess 
this  property. 

Ttderance.^Most  animals  withstand  much  larger  quantities  of 
atropine  than  man,  and  an  especial  degree  of  tolerance  is  met  with 
ID  the  herbivora;  rabbits^  for  example,  may  be  fed  for  weeks  on  bella- 
donna leaves  without  showing  any  symptoms;  this  is  undoubtedly 
the  result  of  the  active  decomposition  of  the  alkaloid  which  occurs  in 
their  plasma.  It  has  also  been  observed  that  the  action  of  atropine  on 
the  heart  and  other  organs  passes  off  more  quickly  in  rabbits  than  in 
other  animals  and  this  again  arises  from  the  atropine  being  destroyed 
so  rapidly.  A  certain  degree  of  tolerance  may  also  be  acquired  by  other 
animals  through  the  continued  administration  of  atropine,  which  ceases 
to  elicit  the  sjTnptoms  from  the  central  nervous  system  in  the  doses 
previously  sufEcient  and  later  seems  to  have  a  weaker  and  shorter  action 
OD  the  peripheral  organs. 

Hyoscyamine  is  rarely  obtainable  in  pure  form,  as  it  is  almost  always 
mixed  with  atropine,  into  which  it  changes  when  kept  in  solution  and 
perhaps  even  when  dry.  It  paralyzes  the  same  peripheral  mechanisms 
as  atropine,  but  acts  almost  exactly  twice  as  strongly  on  them.  Its 
action  on  the  central  nervous  system  in  mammals  resembles  that  of 
atropine  and  the  fatal  dose  is  the  same*  but  in  the  frog  it  has  less  ten- 
dency to  cause  convulsions.  No  narcotic  influence  is  exercised  on 
either  frogs  or  mammals;  the  belief  that  it  induces  sleep  is  founded 
on  observations  in  which  hyoscine  was  mixed  with  the  hyoscyamine 
employed. 

The  action  of  atropine,  as  has  been  stated,  ia  compounded  of  that  of  natural, 
or  hevorotary,  hyoscyamine  with  that  of  its  dextrorotary  isomer.  The  latter 
does  not  exist  free  in  nature  and  possesses  little  or  no  action  on  the  nerve 
temunations,  while  it  stimulates  the  Bpinal  cord  of  the  frog  more  than  either 
atropine  or  hyoscyamine.  The  penpheral  action  of  atropine  ia  thus  due  to 
its  oontaining  hyoscyamine^  and  aa  a  graii^  of  atropine  contains  only  half  a 
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grain  of  hyoscyainine  the  former  naturally  exercises  only  half  the  effect  of  a 
grain  of  hyoscyamine.  On  the  other  haiid,  the  imU  grain  of  dextrorotary 
hyoscyaniine  in  a  grain  of  atropine  is  ahnost  inert  on  the  nerve  terminationB, 
but  exercises  the  same  effect  on  tlic  central  nervous  system  as  ita  licvorotary 
complement.  Atropine  thus  acts  on  the  centra!  nen'ous  aj'stem  in  mammals 
in  the  same  strength  as  hyoscyamine,  but  only  half  as  strongly  in  the  periphery. 

ScopoUmine^  or  Hyoscine,  resembles  atropine  closely  in  its  peripheral 
action^  except  that  it  passes  off  more  quickly.  The  inhibitory  termina- 
tions in  the  heart  are  paralyzed;  but  the  therapeutic  dose  in  man 
is  too  small  to  elicit  this  effect^  and  the  pulse  is  therefore  unaltered  in 
rate  or  may  be  slower,  owing  to  the  hypnotic  action.  Applied  to  the 
conjunctiva  it  produces  mydriasis  and  loss  of  accommodation  more 
quickly  than  atropine,  but  for  a  much  shorter  time;  pure  hyoscine  act-s 
about  twice  as  strongly  on  the  nerve  terminations  as  atropine,  or  about 
equally  strongly  with  hyoscyamioe.  The  effects  on  the  central  nervous 
system  present  the  greatest  divergences  from  those  described  under  atro- 
pine, for  the  characteristic  stimulation  is  absent  in  the  great  majority 
of  cases.  As  a  general  rule,  scopolamine  produces  a  marked  sensation 
of  fatigue  and  drowsiness,  the  patient  moves  about  less  and  speaks  lesSi 
and  a  condition  in  no  way  dissimilar  to  the  natural  sleep  follows.  In 
many  cases,  however,  a  short  stage  of  excitement  with  giddiness,  un^ 
certain  movements  and  ditiBcult  and  indistinct  speech  precedes  sleep^ 
and  occasionally  symptoms  exactly  resembling  those  produced  by 
atropine  follow  the  administration  of  hyoscine,  especially  if  large  doses 
are  employed.  Sleep  generally  lasts  from  5-8  hours,  and  the  patient 
may  then  remain  quiet  for  several  hours  longer.  As  a  general  rule^ 
after  small  doaca  no  confusion  is  complained  of  on  awakening,  but 
dryness  of  the  throat  and  thirst  are  often  present.  Larger  doses  do  not 
cause  deeper  sleep  but  give  rise  to  delirium  and  exdtement  resembling 
those  following  atropine. 

In  one  or  two  cases  collapse  has  been  observed  after  scopolamine. 
The  respiratory  centre  does  not  seem  to  be  stimulated  as  by  atropine, 
the  respiration  generally  becoming  slower  from  the  beginning. 

In  the  lower  mammals  scopolamine  reduces  the  excitability  of  the 
motor  areas  as  tested  by  electric  shocks,  while  the  reflex  excitability 
in  the  frog  ts  not  increased  as  by  atropine.  Flyoscine  appears  to  be 
excreted  or  destroyed  in  the  tissues  much  more  rapidly  than  atropine^ 
for  its  effects  last  a  shorter  time. 

The  action  of  hyoscine,  then,  seems  to  correspond  with  that  of  atro- 
pine, save  that  the  central  nervous  system  is  here  depressed,  while  the 
action  on  tlie  peripheral  nerve  ends  is  shorter.  It  depresses  the  brain 
m  very  small  quantities,  i  mg.  Kt.)  being  generally  suHicient  to 
cause  sleep.  It  does  not  seem  to  be  so  dangerous  as  the  others  of  the 
series,  for  over  half  a  gramme  (74  grs.)  administered  to  a  small  cat  did 
not  kill  the  aninjah  A  certain  degree  of  tolerance  is  produced  after 
repeated  use,  so  that  the  dose  has  to  be  increased  after  a  week  or  two. 

Hyoscine  is  much  less  reliable  as  a  hypnotic  than  morphine  or  the 
members  of  the  cldoral  group.    It  is  most  effective  when  sleep  is  pre- 
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vented  by  motor  excitement,  and  the  sleep  seems  to  arise  from  the 
relief  of  tliis  condition  and  not  from  depression  of  the  consciousness, 

Hyoscine  Isvorotary  to  polarized  light;  the  racemic  fonn^  which  ia  often 
present  in  cocimercia!  hyoscine,  acts  only  one-half  as  strongly  on  tlie  per- 
ipheral orguiis,  because  in  it  the  lavorotary  alkaloid  is  mixed  with  the  dextro- 
rotary  isomer,  which  is  alnaoat  inactive.  The  cerebral  action  is  equal,  however, 
in  the  two  fomiH* 

The  other  natural  alkaloids  have  been  less  carefully  examined  than 
the  three  foregoing  and  possess  no  therapeutical  interest. 

Among  the  artificial  tropeines  only  one  has  received  much  attention 
at  the  hands  of  either  experimental  or  practical  therapeutists.  This 
Is  Homatropine,  a  compound  of  tropine  and  mandelic  acid,  which  re- 
sembles atropine  in  its  action,  but  is  much  less  poisonous.  When 
applied  to  the  eye,  it  dilates  the  pupil  almost  as  rapidly  as  atropine, 
but  less  completely,  and  the  action  passes  off  much  sooner.  It  has  less 
tendency  to  increase  the  intraocular  tension  than  atropine  owing  to  its 
shorter  action, 

Methylatropine  or  Eumydiine,  an  artificial  compound  of  atropine, 
seems  to  take  a  place  intermediate  between  atropine  and  homatroplne, 
being  weaker  than  the  former  but  more  active  than  the  latter.  It  has 
been  used  to  some  extent  in  opthalmology. 

The  other  tropeines  vary  in  their  action  on  the  lower  animals,  many  of  them 
failing  to  act  on  the  peripheral  organs,  while  others  have  the  peripheral  action 
of  atropine  but  it\  a  weaker  degree;  the  compounds  of  tropine  with  the  acids 
of  the  methane  eerica  possess  much  less  of  the  peripheral  atropine  actioa  than 
the  others.  It  was  formerly  believed  that  even  the  compounds  with  the 
aromatic  acids  were  devoid  of  tkis  action  unless  the  acid  possessed  a  hydroxyl 
group,  but  this  general  statement  has  been  shown  to  be  erroneous  by  Gottlieb's 
work.  A  considerable  variation  alao  exista  in  the  effects  of  the  tropeines  on  the 
central  nervous  sysfeem,  some  causing  excitement  like  atropine^  while  others 
act  as  depressants  and  therefore  resemble  hyoscine. 

Tropine  itself  is  a  weakly  toxic,  basic  substance,  which  in  large  quantities 
stimulates  the  frog's  heart,  but  does  not  paralyze  the  vagus  nor  the  oculomotor 
terminations  on  local  application.  After  the  injection  of  large  quantities^ 
dilatation  of  the  pupil  has  been  observed,  it  is  true,  but  this  does  not  seem  to  be 
of  the  same  origin  as  that  produced  by  atropine. 

Some  artificial  scopoleines  have  been  found  devoid  of  action  on  the  nerve  ends 
in  the  pupil  and  heart  and  on  the  salivary  secretion.  They  possess  a  certain 
stimulant  effect  on  the  heart  muscle  like  some  of  the  artificial  tropeines^  and  all 
produce  more  or  less  depression  of  the  central  nervous  system  and  narcosis. 

The  action  of  the  Grade  Drugs  is  very  similar  to  that  of  the  active 
principles  already  discussed.  The  peripheral  action  of  all  of  them  is 
therefore  almost  identical  in  kind»  though  varying  in  degree.  In  con- 
sidering their  effects  on  the  central  nervous  system  it  must  be  remem- 
bered that  those  containing  much  atropine  are  more  stimulant,  those 
with  hyoscine  more  sedative.  But  as  the  relative  amount  of  the  different 
alkaloids  changes  with  various  conditions  such  as  the  age  of  the  plant 
and  the  methods  of  preparation,  it  is  obvious  that  accurate  results  can 
be  obtained  only  by  the  use  of  the  pure  principles.    Even  when  a 


preparation  is  accurately  standardized  in  the  content  of  alkaloids, 
as  in  the  U.  S.  P.  and  B.  P.,  its  power  may  vary  very  widely  according 
to  the  proportion  of  Isevorotary  alkaloid  (hyoscyamine)  to  raoemic 
(atropine). 

Preparations. 

S.        Belladonns  Folia,  the  leaves  of  Atropa  Belladonna,  containiDg 

0.3  per  cent,  of  mydriatic  alkaloids.  Dose,  0.06  G*  (1  gr.), 

ExTRACTUM  IiELi*ADON"V^  FoLioRUM  (1.25  per  Cent.)  r  0.015  G.  (i  gr,). 

TiNtrruRA  BELL^vDONN^  FoLioauM  (0*03  per  cent.),  0J5  mil  (12  mins.)* 

Emplabtrum  Belladonn.«  (0.4  per  cent,  of  alkaloids)* 

Belladonnse  Radix,  the  root  of  Atropa  BeUadoona,  containing  0.45  per  eent. 
of  alkaloids.  Dose,  0,045  G.  (i  gr.). 

LiNTHENTUM  Belladon-n.k  (nearly  0.5  per  cent.)i  containing  camphor. 

HjoscyamuSr  the  leaves  of  Hvoacyamus  niger,  henbane  (0.065  per  cent,  of 
alkaloida).    Dose,  0.25  G  (4  grs,)* 

ExTBACTUM  Hyoscyami  (0.25  per  cent,  of  alkaloids),  0.06  G.  (I  gr.). 

TiNCTUiu  HyosCTAsn  (0.007  per  cent,  of  alkaloida),  2  mils  (30  mins,). 

StnuDonium,  the  dried  leaves  of  Datura  Stramonium  (0.25  per  cent,  of 
alkaloids).    Doae,  0.06  G.  (1  grj. 

Extracium  Stramanii  (1  per  cent,  of  alkaloids,  {0.01  G.  (i  gr.). 

Tinciura  Stramonii  (0.025  per  cent,  of  alkaloids),  0.5  mil  (8  mina.)* 

B.  P.— BeUadonuas  FoUa,  the  fresh  leaves  and  branches  of  AliTJpa  Belladonna, 
containing  0.3  per  cent,  of  alkaloids. 

BetladonnfiB  Radix,  the  root  of  Atropa  Belladonna. 

ExTRACTi  M  Bellaoon'N'^  Siccum  (1  per  cent,  of  alkaloids),  f-l  gr, 

TiNCTCRA  BEf-LADON^N^  [0  035  per  cent,  alkaloids),  5-15  miris, 

LiNiMENTUU  BELLAooNrJA  (0.375  per  cent.)*  with  camphor. 

Emplastrl  m  Bellado?jn^  (0.25  per  cent.), 

Hyoscyami  Folia,  the  fresh  leaves,  flowers  and  branches  of  Hyoecyamua 
niger,  henbane. 

Extradum  Hyoacyamx  (0.3  per  cent,  alkaloids),  2-8  gra. 

Tindura  Hyoscyami^  \-\  fl-  dr. 

Stramonii  Folia,  the  dried  leaves  of  Datura  Stramonium. 
Tificiura  Stramonii,  5-15  mins. 

Alkaloids. 

Atropine  Suufhas  (U.  S.  P.,  B.  P.),  a  white  crystalline  powder,  with  a 
very  bitter  taste,  soluble  in  water  and  alcohol  Dose,  0.0005  G,  dic  gr.); 
B,  P.,  ififi-iU-  gr. 

Liquor  Al^opinut  Sulphatie  (B.  P.),  1  per  cent.,  4-1  min. 

LafneUoE  Atropina  (B.  PO^  gelatin  discs,  each  containing  -^ooo  gi*'  of  atropine 
sulphate. 

Hyosctaminb  is  not  procurable  in  even  appro icimately  pure  form  and  might 
well  J>e  dispetiaed  with,  as  it  offers  no  advantages  over  atropine.  The  sulphate 
and  hydrobromide  have  been  used  in  the  same  dose  aa  atropine. 

HyOSCINJE  HvTVnOBROMlDTTM  (B.  P.),  ScOPOIAMINjE  nYOBOBROMIDUlf  (U,  S. 

P.)  (CiTHiiNOiUBr.SHiO),  the  hydrobromide  of  hyoscine  or  scopolamine.  It 
IB  obtained  from  hyoscyamus^  sr opola  acid  other  Solanacesp,  and  forms  colorless, 
transparent  cr^'stals  with  an  acrid,  bitter  tastei  and  is  very  ^luble  in  water, 
leas  so  in  alcohol.  0.3  mg.  (jho  gr.];  B.  P.,  siv-V^  gr. 

HouATROFiN^  HYDROBROMmoM  (U.  8.  P.,  B.  P.),  (CnHiiNO*HBr) ,  the 
hydrobromide  of  an  alkaloid  prepared  from  tropine  by  cotideDsation  with 
mandelie  (ojgrtoluic)  acid,  a  white  crystalline  powder  soluble  in  6  parte  of 
cold  water. 

Lamella  HvmfUr&pini^  (B.  P.),  gelatin  discs,  each  weighing  gr.  and 
containing  ^1^,  gr.  of  honiatropine  hydrobromide. 
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^fHhylatr'Qp^rt(^  Nitras  or  Eumydrin  (unofficial)  an  alkaloid  prepared  from 
atropine^  fonna  a  white  crystalline  salt  readily  soluble  in  water.  Dose  1-3  tag. 

Therapeutic  Uaea. — The  numerous  changes  produced  by  atropine  and 
its  congeners  on  the  organism  would  indicate  for  them  a  very  wide 
sphere  of  usefulness  were  it  possible  to  elicit  their  action  on  one  organ 
without  affecting  others,  and  this  difficulty  may  perhaps  be  overcome 
in  the  future^  when  the  different  individuals  of  the  series  have  been 
more  carefully  compared,  and  new  tropeines  and  other  modifications  of 
the  tropine  radick  are  available  in  therapeutics. 

The  peripheral  action  of  the  whole  series,  as  far  as  it  is  at  present 
known,  is  so  uniform  that  any  member  might  be  used  to  elicit  it,  but 
the  only  one  tliat  has  come  into  general  use  for  its  peripheral  effects 
is  atropine.  The  purposes  for  which  atropine  is  employed  may  be 
divided  into  groups  as  follows: 

To  Arrest  or  Lessen  SecretionB. — In  rare  cases  of  excessive  saUmlion 
atropine  has  proved  of  service,  but  it  is  much  more  frequently  used  to 
lessen  the  perspiration,  especially  in  the  later  stages  of  phthisis.  For 
this  purpose  comparatively  small  quantities,  such  as  J  mg.  (^r,^  gr.) 
given  by  the  mouth  or  hypodermically,  are  generally  sufficient,  or  the 
extract  or  tincture  of  belladonna  may  be  used  instead;  eumydrin  has 
also  been  employed  for  this  puqiose  in  somewhat  larger  doses  than 
atropine.  In  local  sweating,  atropine  is  often  applied  locally  in  the  form 
of  an  ointment,  liniment,  or  plaster^  although  Tappeiner  has  found  that 
it  has  no  effect  when  thus  employed.  It  is  also  used  to  arrest  the  secre- 
tion of  the  77Ji7^r,  a  belladonna  plaster  being  strapped  ov^er  the  gland.  It 
seems  probable  that  this  acts  merely  as  a  mechanical  support  and  that 
the  same  result  would  follow  the  application  of  simple  adhesive  plaster 
without  atropine. 

To  Faralj£«  the  Cardiac  Inhibitory  Terminations. — For  this  purpose 
a  slightly  larger  quantity  is  required  than  13  necessary  to  stop  the 
secretions,  and  the  administration  of  sufficient  atropine  to  paralyze 
the  vagus  (1  mg.)  therefore  involves  unpleasant  dryness  of  the  throat 
and  difficulty  in  swallowing.  In  caises  where  slowing  of  the  heart 
tends  to  be  dangerous  in  itself,  more  especially  in  poisoning  with 
muscarine,  pilocarpine  and  their  allies,  atropine  is  indicated.  It  may 
also  be  used  for  diagnostic  purposes,  to  find  if  bradycardia  is  due  to 
disease  of  the  heart  muscle  or  to  inhibition-  It  may  be  repeated  here 
that  the  resultant  quickening  is  much  less  in  old  than  in  middle*aged 
people,  and  it  h  said  that  in  many  cases  of  old  aortic  lesion  the  adminis- 
tration of  atropine  is  followed  by  little  or  no  acceleration.  Some  forms 
of  intermission  of  the  pulse  are  due  to  unusual  activity  of  the  inhibitory 
apparatus,  and  these  may  be  remedied  by  atropine;  but  this  inter- 
mission possesses  little  importance,  and  seems  to  require  no  therapeutic 
treatment.  Atropine  may  be  used  to  diagnose  it  from  the  more  sig- 
nificant forms  present  in  organic  disease  of  the  heart.  In  typhoid 
fever  atropine  is  said  to  accelerate  the  pulse  comparatively  little  owing 
the  heart  muscle  being  involved  in  the  action  of  the  toxin;  the  injec- 


tion  of  atropine  may  thus  be  used  as  a  means  of  diagnosis  from  other 
fevers  (Marris).  The  use  of  atropine  to  paralyze  the  vagus  terminations 
before  the  administration  of  an  anEesthetic  has  been  discussed  already. 
(See  p.  222.) 

To  Faralyxe  the  Tenninatioiis  o£  the  Motor  Nerves  in  the  Iris  and  Ciliary 
Muscles. — It  Is  used  for  this  purpose  largely  in  ophthalmology  as  a 
means  of  diagnosis  and  of  treatment,  and  the  precise  conditions  in 
which  it  is  indicated  may  lie  treated  better  in  text-books  on  this  sub- 
ject than  here.  For  these  objects,  solutions  of  the  alkaloidal  salts  are 
generally  applied  to  the  eonjunctivaj  when  enough  of  the  alkaloid 
passes  into  the  eye  by  a  process  of  imbibition  to  produce  marked  local 
effects  without  afTecting  more  distant  organs.  In  order  to  dilate  the 
pupil,  extremely  dilute  solutions  are  used;  a  few  drops  of  a  solution 
of  one  in  1,(X)0^  or  even  of  one  in  10,000  are  quite  sufficient.  Much 
stronger  solutions  are  required  to  paralyze  the  accommodation,  and  as 
a  general  rule  1  per  cent*  is  used.  These  strong  solutions  produce 
complete  paralysis  in  hours»  and  the  aceomniodation  does  not 

recover  completely  until  after  5-7  days,  while  the  pupU  may  not 
regain  its  normal  size  for  10-14  days.  The  application  of  even 
weaker  atropine  solution  renders  the  sight  imperfect  for  an  incon- 
veniently long  period,  and  hyoscine  and  homatropine  are  therefore 
much  used  in  its  stead.  The  svTnptoms  produced  by  a  1  per  cent, 
solution  of  homatropine  pass  off,  or  at  any  rate  become  very  much  less 
marked  in  the  course  of  36  hours.  These  are  consequently  preferable 
for  diagnostic  purposes,  while  atropine  is  rather  to  be  used  where  it 
is  desirable  to  produce  a  paralysis  of  longer  duration,  as  in  various 
inflammatory  conditions  of  the  iris  or  cornea.  Atropine  is  also  pref- 
erable where  complete  paralysis  of  the  accommodation  is  necessary,  as 
homatropine  often  fails  to  effect  this.  Atropine  and  its  congeners 
are  contraindicated  where  there  is  any  suspicion  of  glaucoma,  as, 
owing  to  their  action  on  the  intraocular  pressure,  they  may  either 
aggravate  the  disease  already  present  or  precipitate  an  acute  attack. 

When  dilatation  of  the  pupil  is  necessary  and  there  Is  reason  to  ap- 
prehend the  results  on  the  intraocular  pressure,  homatropine  should  be 
employed^  as  its  efTects  can  be  readily  controlled  by  eserine.  Numer- 
ous cases  of  poisoning  have  arisen  from  the  extensive  use  of  atropine 
in  diseased  conditions  of  the  eye.  It  is  often  asserted  that  it  passes 
down  with  the  tears  through  the  lachrymal  duct  and  is  absorbed  from 
the  nose^  throat  and  stomach,  but  as  a  matter  of  fact  it  may  be  absorbed 
from  the  conjunctiva  itself*  The  symptoms  are  generally  only  the 
milder  ones  of  atropine  poisoning— dryness  of  the  throat  and  slight 
excitement — but  dangerous  and  even  fatal  poisoning  has  also  arisen 
from  it3  local  application.  In  many  cases  this  is  due  to  the  appli- 
cation of  unnecessarily  strong  solutions  to  the  eye,  but,  on  the  other 
hand,  some  patients  seem  abnormally  sensitive  to  the  action  of 
atropine,  and  hyoscine,  or  better  homatropine,  ought  to  be  preferred. 
In  rare  cases  a  curious  inflammatory  condition  of  the  conjunctiva  is  set 
up  by  atropine,  and  this  is  often  supposed  to  be  due  to  the  use  of 
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irritant  preparations,  but  sometimes  seems  to  follow  the  application 
of  the  absolutely  pure  alkaloid,  and  is  apparently  an  idiosyncrasy;  it 
may,  perhaps,  be  explained  by  the  arrest  of  the  ordinary  secretions  of 
the  lachrymal  gland  and  conjunctiva  in  these  cases.  Sometimes  discs 
of  gelatin  impregnated  with  atropine  or  homatropine  {B,  P,)  are  ap- 
plied to  the  conjunctiva  instead  of  solutions  of  the  salts.  Eumydrine 
may  he  substituted  for  homatropine  in  ophthalmology,  but  offers  no 
advantages. 

To  Relax  Spasm  of  the  Inteatmes. — In  various  forms  of  colic  atropine 
is  of  very  great  service  in  lessening  pain  and  allowing  the  passage  of 
the  intestinal  contents;  for  instance,  it  is  preferable  to  morphine  in 
lead  colicj  as  it  does  not  cause  constipation.  Hernia  and  volvulus  are 
sometimes  reduced  by  atropine  injectetl  hypodermically  (3  mg,  or 
gr.).  It  is  often  prescribed  along  with  purgatives  in  order  to  lessen 
the  griping  which  they  produce,  and  has  been  used  as  a  laxative  in 
some  forms  of  constipation  with  considerable  success.  For  action  on 
the  bowel  it  is  generally  prescribed  in  pill  form  as  one  of  the  extracts 
of  belladonna  or  hyoscyamus.  The  object  of  prescribing  an  impure 
preparation  instead  of  the  alkaloid  is  to  allow  of  a  strong  local  action 
along  the  intestinal  wall  along  with  a  slow  and  imperfect  absorption, 
as  the  pure  alkaloidal  salts  are  liable  to  be  absorbed  in  the  duodenum. 

To  Relax  Sposma  of  the  InvoluMary  Muscles  of  Other  Organs. — In  the 
spasmodic  contraction  of  the  ureters  and  bile  ducts  due  to  calcuHt 
atropine  is  occasionally  prescribed  either  in  the  form  of  a  pill  or  in 
solution  for  internal  use,  or  by  hj'podermic  application.  In  some 
forms  of  asthma  due  to  contraction  of  the  bronchial  muscles,  atropine 
has  been  applied  locally  by  means  of  a  spray  or  given  internally,  and 
stramonium  leaves  are  often  found  of  benefit  when  made  up  into 
cigarettes  and  inhaled  when  the  attack  comes  on;*  the  smoke  has  been 
'fihown  to  contain  small  quantities  of  the  alkaloids.  Son^e  eases  of 
asthma  arc  said  to  have  been  permanently  cured  by  treatment  with 
atropine  ijitcrjially.  An  ointment  of  atropine  has  also  been  applied 
to  the  cervix  uteri  with  the  hope  of  relaxing  spasm  during  labor,  but 
the  results  are  somewhat  questionable.  Perhaps  this  action  in  relax- 
ing spasmodic  contractions  may  also  explain  the  beneficial  effects 
obtained  in  cases  of  incontinence  of  urine  in  children,  in  which  bella* 
donna  has  long  been  the  most  reliable  remedy. 

To  Lessen  Pain. — Belladonna  liniment,  plaster  and  ointment  have 
long  enjoyed  a  considerable  reputation  as  local  anodynes,  and  atropine 
has  not  infrequently  been  injected  into  painful  areas.  This  anodyne 
action  is  very  we^ik  compared  with  that  of  cocaine,  however,  and  the 
preparations  of  atropine  have  been  less  used  of  late  years.  In  some 
forms  of  gastralgia  atropine  has  also  been  suggested. 

The  Effects  on  the  Central  Nervous  System  of  the  members  of  this 
group  are  very  different,  and  the  purposes  for  which  they  are  used  are 

*  ADuth^r  insirdient  of  thoeo  AStbma  cigarettee  la  oftea  nilmtfi  of  potouium.  "orbiah 
is  redured  to  aitritc  in  the  couree  of  combiiBtion  And  psmtng  into  tfae^  lUDga  in  tbia 
form  di]at«4  the  bronchi  by  Actioa  oa  Ihe  braucbial  mufrole. 


diametrically  opposed*  Atropine  is  used  as  a  stimulant  in  various 
conditions  of  depression  of  the  brain  and  medulla  oblongata.  Thus, 
in  collapse  its  hv^Mxiermic  injection  has  been  advocated  to  stimulate  the 
respiration  and  at  the  same  time  to  free  the  heart  from  excessive  in- 
hibition. In  dangerous  poisoning  from  narcotic  and  hypnotic  drugs, 
more  especially  in  opium  poisoning,  atropine  has  been  largely  used*  A 
long  and  weary  dispute  as  to  the  value  of  atropine  in  those  cases  has 
been  carried  on»  the  general  results  of  which  suggest  that  it  is  possible 
to  increase  the  activity  of  the  respiratory  centre  by  atropine  in  opium 
poisoning,  but  only  by  the  use  of  small  quantities  (L5  mg,  or  gr,), 
as  large  doses,  such  as  have  frequently  been  advised,  tend  to  depress 
the  central  nervous  system  and  thus  to  aid  rather  than  to  antagonize 
the  action  of  morphine  on  the  respiration.  It  may  be  questioned 
whether  in  any  case  atropine  may  not  be  replaced  by  caffeine  with 
advantage.  The  former  stimulates  the  medullary  centres,  but  sub- 
sequently paralyzes  them,  while  caffeine,  even  in  comparatively  large 
quantities,  does  not  seem  to  have  a  depressant  action  in  man. 

Atropine  at  one  time  had  some  reputation  in  the  treatment  of  epi- 
lepsy. It  has  been  shown  both  clinically  and  experimentally  that  this 
reputation  was  undeserved,  the  number  of  attacks  and  their  violence 
being  rather  increased  than  diminished  by  its  exhibition;  the  belief 
in  its  powers  arose  from  the  use  of  impure  preparations  containing 
hyoscine. 

In  some  spasmodic  diseases>  such  as  whooping-cough,  belladonna 
preparations  have  long  enjoyed  a  wide  reputation;  this  may  possibly 
be  explained  either  by  the  hyoscine  reducing  the  excitability  of  the 
respiratory  centre,  or  by  atropine  relaxing  bronchial  spasm- 

Hyoscine,  or  scopolamine,  has  been  used  as  a  narcotic  to  depress  the 
central  nervous  system;  it  is  of  great  efficacy  in  insanity,  producing 
sound  and  refreshing  sleep,  but  is  of  less  value  in  controlling  the 
excitement  during  the  day,  and  may  in  fact  increase  it.  Hyoscine  is 
also  used  with  benefit  in  various  forma  of  tremor  of  central  origin, 
and  is  said  to  lessen  sexual  excitement.  Its  hypnotic  action  does  not 
seem  to  be  of  the  sajne  nature  as  that  of  opium,  for  in  sleeplessness 
produced  by  pain  it  is  of  comparatively  little  value,  and  it  has  no 
power  to  relieve  pain  itself.  It  differs  from  chloral  in  not  inducing 
deep  sleep^  for  patients  under  the  influence  of  hyoscine  can  always  be 
aroused  and  are  much  less  confused  than  after  chloral.  The  special 
indications  for  hyoscine  seem  to  he  sleeplessness  due  to  abnormal 
activity  of  the  motor  areas  and  some  forms  of  tremor. 

Comparatively  recently  morphine  and  hyoscine  have  been  injected 
as  a  preliminary  to  surgical  operations,  but  as  a  general  rule  the 
narcosis  induced  is  insufficient.  As  a  preliminary  to  the  use  of  ether 
the  procedure  seems  to  be  of  value,  as  much  less  of  the  amesthetic  is 
required;  10  mgs,  (i  gr.)  of  morphine  and  0.^  mg.  {.^1^  gr.)  of  hyo- 
scine are  injected  I J  hours  before  the  operation. 

PoisonjBif.— -In  cases  of  f>oisonmg  with  belladonna  and  its  allies  the 
treatment  h  purely  symptomatic,  in  the  excitement  stage  sedatives 
22 
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max  ^  used;  periiaps  cfaloraform  and  ether  are  best,  as  their  effects 
are  more  tnnsieiit  dian  the  others.  Moqihiiie  has  been  advised,  bat 
its  actkm  on  the  respiratoty  centre  rendos  hs  use  dangenns,  as  in 
severe  atrofxne  poisoning  the  stimulation  soon  passes  into  depresskm, 
and  the  effects  of  the  poison  and  its  so-called  antidote  therefore  sop- 
piement  each  other.  Chlorofonn  and  ether,  on  the  other  hand,  may 
be  used  to  control  the  spmsma  and  then  stoi^wd  when  these  pass  off. 
In  the  dqiression  stage  caffeine  may  be  used,  and  c^entnaDy  artifkial 
re^MTBtion.  Pilocarpine  is  of  ooorae  usdcss,  as  it  does  not  antagonise 
stnipine  in  the  brain,  wliidi  is  the  pcMut  of  danger. 
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Compare  al«o  the  literature  of  pilocarpine  and  muscarine,  nicotine,  and  physostismine. 

Agaridn. 

White  Agaric  (Agaricus  albus,  Boletus  Laricis),  a  fungus  growing 
on  the  European  larch  tree,  was  formerly  a  purgative  and  antihydrotic 
of  some  repute.  Its  use  to  lessen  the  [>erspiration  (antihydrotic)  has 
been  revived  of  late  years,  or  rather  a  preparation  known  as  agaricin 
and  containing  the  active  principle  has  been  introduced  into  thera- 
peutics. Agaric  acid,  the  active  constituent,  belongs  to  the  malic  acid 
series  and  has  the  formula  Ci4Hj7(OH)(COOH)t. 

Action.— Both  the  acid  and  its  sodium  salt  irritate  the  mucous  membranes 
and  wounded  surfaces,  and  cause  inflammation  and  even  suppuration  when 
injected  subcutaneously.  Large  quantities  irritate  the  stomach  and  intestine 
and  cause  vomiting  and  purging,  but  these  are  more  liable  to  arise  from  the 
impure  agaricin  owing  to  its  containing  resinous  acids.    Injected  into  the 
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frog,  iLgaric  acid  paralyzes  the  central  nervous  sj'stem,  weakens  the  hearty 
and  slope  the  secretion  of  the  skin  gtanda.  In  mammals  the  intravenous  in- 
jection of  agaric  acid  ia  followed  by  depression,  weakness,  dyspnoea*  and  death. 
The  medullfl  oblongata  is  first  stimulated  and  then  paralysed,  aa  ia  shown  by 
the  blood-pressure  first  rising  and  then  falling  to  zero,  while  the  heart  is  primarily 
stowed  by  inhibitory  action  and  later  regains  its  rh>'thm,  eventually  to  fail 
after  the  arrest  of  the  breathing.  Animals  can  only  be  poi^ned  with  difficulty  by 
the  sub<;utaneoua  injection  of  agaricin,  and  no  general  symptome  are  elicited 
when  it  is  administered  by  the  mouth. 

The  most  interesting  feature  of  the  action  of  agaric  salts  is  the 
arrest  of  the  sweat  secretion,  which  is  caused  by  peripheral  action,  for 
stimulation  of  the  nerves  of  the  cat's  foot  fails  to  elicit  perspiration 
after  its  ingestion.  It  thus  acts  on  the  same  peripheral  mechanism 
as  atropine  in  all  probability,  that  is,  on  the  terminations  of  the  secre- 
tory nerves,  but  differs  from  atropine  in  acting  only  in  the  sweat 
glands^  for  the  saliva,  tears  and  other  secretions  are  not  hindered  by 
it,  and  may,  in  fact,  be  increased  by  its  causing  nausea.  It  is  also 
devoid  of  action  on  the  nerve  terminations  in  the  heart  and  pupil. 
Atropine  acts  much  more  powerfully  than  agaric  acid,  at  least  twenty 
times  as  much  of  the  latter  being  required  to  arrest  the  sweat 
secretion. 

Usea* — Agaricin  b  used  in  the  night  sweats  of  phthisis  and  other 
similar  conditions  and  is  generally  given  in  piU  form  in  doses  of  5-60 
mgs,  (tV~1  T^*^  commercial  agaricin  often  contains  a  large  per- 

centage of  impurities  and  has  to  be  given  in  larger  quantities^  but  the 
treatment  ought  to  be  begun  with  small  doses.  Tolerance  is  said  to  be 
acquired  after  some  time,  and  tlie  dose  has  then  to  be  increased.  The 
best  results  are  got  when  the  pills  are  taken  5-6  hours  before  retiring^ 
as  the  acid  is  only  slowly  absorbed.  If  agancin  causes  intestinal 
irritation  and  diarrhoea,  it  may  be  given  with  opium,  but  as  in  phthisis 
all  irritation  of  the  bowel  is  to  be  avoided,  the  remedy  ought  perhaps 
to  be  stopped  when  any  such  disturbance  arises.  Camphoric  acid,  which 
was  formerly  advised  to  lessen  the  secretion  of  sweat  in  phthisis,  appears 
to  have  little  or  no  effect  and  should  be  discarded  (Vejux-Tyrode). 
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Xn.    FILOCARFINK  AND  MUSCARINE. 

Pilocarpine  and  muscarine,  two  alkaloids  of  very  different  chemical 
constitution,  possess  similar  properties  from  a  pharmacological  point 
of  view.  Pilocarpine  (CuHiaNjOt)  is  found  along  with  Isopilocarpine 
in  the  leaves  of  several  spedes  of  Pilocarpus,^  Muscaritie,  the  alkaloid 

*  Piio$arpidins  bu  bwn  ivolated  from  the  Icivc^  of  Pilbcarpus  Jaboraadi  onlyp  and  ta 
pnotieaily  inert.  Jaborirui  w»  foriuprly  itated  to  occur  with  pUocvpitie  aod  ta  pobkm 
ma  action  membUog  thai  ot  atropine,  but  more  reoent  iuv^ticaton  hare  failed  to  coo^ 
firm  eith«r  of  tbate  Btatementa. 
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of  the  poisonous  mushrooms,'  Agancus  muscariusT  or  Amanita 
is  very  dosely  related  chemically  to  choline,  which  is  a  con- 
of  aninu&l  tissues. 
Dm  piohftble  formulfe  of  pilocarpine  and  muscarine  are 
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{HO — N(CH8)jCH2CHjOH)  resembles  muscarine  in  its  action, 
Mine  of  its  compounds  are  so  similar  to  muscarine  that  chollne- 
etber  was  formerly  known  as  synthetic  muscarine.    Some  other 
IrinKih^'Ummonjum  bases  also  present  resemblances  to  muscarine,  but 
JMftc     them  is  so  poisonous,  and,  like  the  choline  derivatives^  they  al] 
frvvm  muscarine  in  inducing  a  curara-like  paralysis  in  the  frog 

Afmi%ns  (CftHiiNO;),  one  of  the  alkaloids  contained  in  Betel  Nut 
(Arwtt  cAtecbu],  resembles  pilocarpine  in  its  action  but  is  more  powerful. 

l^k»car|>ine  and  muscarine  act  on  the  same  peripheral  organs  and 
ftp|w*riMitIy  on  the  same  receptive  substances  as  atropine,  but  they 
HnrvniTt*"  these  receptors  to  activity^  while  atropine  depresses  them.  The 
l>HYptors  nuiy  lie  on  the  path  of  impulses  frora  the  nerves  to  the  con- 
1^0111?  or  secretory  substance,  and  the  effect  of  pilocarpine  and  mus- 
t'^riur  18  then  identical  with  tliut  of  nerve  stimulation  (p-  346}- 

Sytuptoms. — 'The  symptiuiis  of  poisoning  in  man  commence  witli  a 
wry  marked  secretion  of  stdiva,  followed  soon  after  by  excessive  per- 
spiration and  a  flow  of  tears.  After  muscarine  and  sometimes  after 
piUHvirpine«  nausea,  retching  and  vomiting,  pain  in  the  abdomen  and 
vmletit  movement  of  the  intestines  causing  profuse  watery  evacuationSj 
uri'  next  observed.  The  pulse  is  sometimes  quickened,  sometimes  very 
slow  ami  irregular;  the  pupil  is  contracted,  and  the  sight  is  accommo- 
datetl  for  near  objects.  The  respiration  is  often  quick  and  dyspnoeic, 
und  rales  may  be  heard  over  the  bronchi,  denoting  an  accumulation  of 
nuicus  in  them.  Giddiness  and  confusion  of  ideas  are  complained  of. 
mid  after  pilocarpine  tremors  and  feeble  convulsive  movements  are 
sometimes  observed,  but  the  nervous  symptoms  are  not  so  conspicuous 
as  those  from  the  peripheral  organs.  Eventually  the  respiration 
l)ecomes  slower  and  great  weakness  in  tlie  movements  manifests  itself, 
hut  the  consciousness  remains  more  or  less  perfect  till  the  breathing 
ceases. 

Action.— The  salivary  and  lachrymal  Glands,  the  mucous  glands  of 
the  mouth,  throat,  nose  and  deeper  respiratory  passages,  the  gastric 
secretory  glands*  the  pancreaSt  and  probably  the  intestinal  glands,  all 
secrete  copiously  after  muscarine  and  pilocarpine.  The  sweat  glands 
and  the  ceruminous  glands  of  the  ears  are  likewise  roused  to  unwonted 


*  Muscarine  ia  acocmpanied  in  tht^  Amarnla  by  another  iioiaoa  which  ilifTors  rrom  it  iD 
induciiuc  WJnVulsiona  and  other  HymptoniH  i>r  pcnlral  nervoua  stimulnliott  CHGinu»en). 
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activity,  and  many  other  glandular  stnictures  are  also  stimutated.' 
There  b  evidence  that"  the  suprarenal  glands  respond  to  pilocarpine 
with  an  increased  secretion  of  adrenaline  into  the  blood,  and  this  explains 
some  anomalous  reactions  met  with  under  pilocarpine. 

In  most  cases  the  solids  of  the  secretions  are  increased  as  well  aa 
the  fluids^  although  to  a  somewhat  less  extent.  The  bile,  the  urine 
and  the  milk  do  not  seem  to  be  affected  directly  by  pilocarpine  and 
muscarine,  although  they  may  be  reduced  in  amount  or  otherwise 
modified  by  the  withdrawal  of  large  quantities  of  fluid  from  the  body 
by  other  channels. 

After  a  small  quantity  of  atropine,  pilocarpine  and  muscarine  in 
ordinary  quantities  produce  no  increase  in  any  of  the  secretions.  This 
indicates  that  the  seat  of  action  of  these  poisons  is  not  the  secretorj' 
cells^  for  it  has  been  shown  that  atropine  paralyzes  only  the  myoneural 


Fto.  31 


Chart  of  the  gutric  ftceretioti  ia  the  dog  undef  pilocarpine  and  atrojnti^.  Throe 
obwrrfttioiLB  w«r«  m4d«:  ia  one  milk  alone  &VBn.  in  another  milk  with  pitocarpine, 
Aod  in  >  third  milk  with  atropine.  Tbe  amouctt  of  wcretioD  was  noted  in  a  small  isolated 
pouch  of  the  sUicnBch.  and  is  ladical'^d  graphieally  in  the  chart.  (Rieg&l.) 

junctions  and  leaves  the  cells  uninjured.  On  the  other  hand,  section 
of  the  secretory  nerves  does  not  alter  materially  the  action  of  pilocarpine 
or  muscarine,  for  the  secretion  of  perspiration  in  the  foot  of  the  cat 
is  increased  by  pilocarpine  even  aftex  section  of  the  sciatic  nerve/ 
The  seat  of  action  of  piloca-rpine  and  muscarine  is  therefore  the  myo- 
neural connections  between  the  nerves  and  the  epithelial  cells.  These 
are  stimulated  by  the  members  of  this  group  and  paralyzed  by  atropine, 
and  these  two  series  therefore  form  antidotes  to  one  another. 

The  salivary  secretion  may  amount  to  half  a  htre  or  more  in  the 
course  of  2-3  hours  after  an  injection  of  pilocarpine,  while  the  skin 
and  lun^  excrete  even  a  larger  quantity  of  fiuid  in  the  same  time. 

1  A  curious  example  of  this  haa  been  ahowD  by  Drcaer  tooC'Cur  iu  the  ^h.  in  which  the 
■wimmiDK  bl&dd'ir  a«fiz«tes  more  oxy^ea  than  luual. 

*  In  m«t]  it  is  lotitid  that  after  divkioti  of  a  tierve  pilocarpine  no  l4>U£«r  eausea  perspira- 
tion io  the  limb.  And  in  cnaee  of  complete  interniption  of  the  oervou*  paths  in  the 
cord,  pilDCarpiue  cauaea  do  awcadiiK  ia  th«  Iqwer  part  of  the  body. 


The  weight  is  thus  considerably  reduced  hy  pilocarpine  owing  to  the 
Joss  of  fluid,  which  may,  accor<iing  to  some  sfUthors,  amount  to  2-4 
kilof^ammes  (4^-9  Ihs.)"aft^r  a  single  dose. 

The  secretion  of  the  milk  is  not  increased  by  pilocarpine,  and  this 
accorils  with  the  view  that  the  mammary  gland  possesses  no  true 
secretory  nerves. 

The  increased  activity  of  the  glands  is  accompanied  by  an  accelera- 
tion of  the  blood  current  through  them^  but  this  is  a  result  of  their 
stimulation  from  any  cause  whatever,  and  is  probably  not  due  to  the 
direct  action  of  the  alkaloids  on  the  vessels.  The  redness  of  the  skin, 
especially  of  the  face*  so  often  obserA^ed  after  pilocarpine,  may  perhaps 
l>e  explainetJ  in  tliis  way,  as  an  accompaniment  of  the  augmented 
activity  of  the  sweat  glands. 

MuBcle. — Nausea  and  discomfort  in  the  siommK  followed  by  retch- 
ing and  vomiting,  are  rarely  seen  after  pilocarpine,  but  form  some  of 
the  earliest  symptoms  of  muscarine  poisoning.  They  are  not  pro- 
duced by  the  saliva  swallowed,  as  was  formerly  supposed,  but  by  the 
action  of  the  alkaloids  on  the  stomach,  and  as  these  symptoms  are 
removetl  by  atropine  in  small  quantities,  it  is  inferred  that  pilocar- 
pine and  muscarine  act  on  the  same  receptors  as  atropine,  but  in  the 
opposite  sense,  stimulating  instead  of  paralyzing  them.  These  recep- 
tors do  not  apfjear  to  lie  in  the  path  of  nerv^e  impulses  in  the  stomach, 
as  is  shown  by  the  gastric  muscle  still  responding  to  stimulation  of 
the  vagus  after  the  receptors  are  paralyzed  by  atropine* 

The  iniestbies  are  also  set  in  unusually  active  movement  by  a  sim- 
ilar process,  and  repeated  evacuation  of  their  contents  follows.  These 
are  at  first  of  firm  t^onsistencyj  but  later,  as  the  continued  peristalsis 
carries  down  the  contents  of  the  small  intestine,  which  have  not  Iain 
long  enough  in  the  bowel  to  allow  of  the  absorption  of  their  fluidj  the 
ffeces  contain  more  water  than  usual.  This  fluidity  of  the  stools  may 
also  be  due  in  part  to  an  augmentation  of  the  intestinal  secretion,  but 
this  has  not  been  satisfactoriJy  demonstrated*  Even  after  the  bowel 
lias  been  completely  evacuated,  the  persistent  peristalsis  betrays  itself 
in  painful  straining.   (See  Fig,  29,  p.  326.) 

The  muscle  of  a  number  of  other  organs  contracts  after  pilocarpine 
or  muscarine  from  stimulation  of  receptors  similar  to  those  in  the 
stomach  and  bowel  Thus  the  spleen,  bladder ^  ureterSj  and  pregnant  uterus 
are  contracted,  and  in  the  case  of  the  bladder  repeated  evacuation  and 
straining  may  occur.  In  some  animals  the  uterus  is  inhibited  by 
pilocarpine  and  muscarine,  this  being  the  usual  action  in  the  non- 
pregnant eat. 

In  some  other  forms  of  muscle,  pilocarpine  and  muscarine  cause 
contraction  by  acting  on  receptors  which  lie  on  the  path  of  the  nerve 
impulses.  Thus  in  poisoning  with  these  and  also  on  local  applica- 
tion, the  pupil  becomes  extremely  narrowed,  and  at  the  same  time  the 
ciliary  mitsde  contracts  so  that  the  lens  is  accommodated  for  short 
distances.  Both  of  these  phenomena  are  due  to  stimulation  of  the 
myoneural  junctions  in  the  intraocular  muscles  (Pig.  26,  p.  324),  for 
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atropine  remo\'e3  the  contraction  and  at  the  same  time  interrupts  the 
passage  of  impulses  from  the  nerve  to  the  muscle-  This  does  not 
seem  to  be  due  to  action  on  the  anatomical  ends  of  the  nerves,  for 
pilocarpine  continues  to  act  after  these  have  degenerated.  The  point 
of  action  is  therefore  probably  a  receptor  interpolated  between  the 
actual  end  of  the  nerve  fibre  and  the  contractile  substance  of  the 
muscle;  that  the  contractile  substance  is  not  affected  is  shown  by  its 
continuing  to  contract  after  atropine  has  paralyzed  the  pilocarpine 
receptor. 

The  intraocular  pressure  is  reduced  by  muscarine  and  pilocarpine, 
although  they  may  increase  it  at  first.  This  is  due  to  the  iris  being 
drawn  up  by  its  contraction  and  thus  allowing  free  egress  to  the  intra- 
ocular fluids  (see  Atropine,  p.  325).  The  bronchial  muscles  are  con- 
tracted by  pilocarpine  and  muscarine,  which  here  also  appear  to  act  on 
myoneural  receptors  at  the  terminations  of  the  pneumogastric  nerves. 

All  tJiese  muscular  phenomena  are  prevented  by  the  previous  ad- 
ministration of  atropine.  This  antagonistic  action  has  been  carefully 
studied  in  the  eye,  where  it  is  found  that  after  pilocarpine  has  pro- 
duced contraction  of  the  pupil,  the  administration  of  very  small  quan- 
tities of  atropine  is  followed  by  dilatation.  Strong  pilocarpine  solution 
again  dropped  into  the  eye  will  again  reduce  the  size  of  the  pupil,  but 
the  quantity  required  is  vastly  more  than  in  the  normal  eye,  and  this 
second  contraction  may  again  be  removed  by  comparatively  small 
quantities  of  atropine.  In  the  bird  s  pupil,  in  which  the  muscle  is 
striated,  muscarine  and  pilocarpine  have  no  effect,  the  terminations 
of  the  nerves  being  evidently  different  from  those  in  mammals. 

The  action  of  pilocarpine  and  muscarine  on  the  CirculatloB  presents 
some  differences  in  different  species  of  animals*  On  the  application 
of  either  to  the  frog  s  heart,  its  rhythm  is  at  once  slowed,  the  diastolic 
pause  being  much  increased  in  length  and  the  contractions  lessened  in 
force*  Soon  the  heart  ceases  to  beat  entirely,  although  irritation  of 
its  muscle  by  mechanical  or  chemical  means  elicits  one  or  more  con- 
tractions. The  sjTuptoms  produced  are  exactly  those  seen  on  stimula- 
tion of  the  vagus  by  electrical  shocks,  and  muscarine  has  long  been 
believed  to  act  by  stimulation  of  the  inhibitor^'  mechanism  in  the 
heart.  The  point  of  action  is  not  the  ganglia  on  the  inhibitory  fibres^ 
for  muscarine  is  effective  after  these  are  completely  paralyzed  by 
nicotine,  and  It  also  acts  on  the  apex  of  the  frog's  ventricle^  in  which 
no  ganglia  whatever  have  been  found.  The  action  must  therefore  be 
localized  at  some  point  between  the  ganglia  and  the  actual  contractile 
substance^  for  the  latter  maintains  its  normal  character  responding 
with  contractions  to  stimuli.  Muscarine  is  therefore  generally  held  to 
stimulate  the  myoneural  junctions  between  the  inhibitory  fibres  and  the 
contractile  substance  of  the  muscle.  Atropine  removes  this  standstill 
by  paralyzing  the  junctions,  but  larger  quantities  of  muscarine  or 
pilocarpine  will  again  overcome  the  atropine  action  and  restore  the  stand- 
still or,  at  any  rate,  the  slow  pulse.  Digitalin  and  its  allies  remove  the 
staDdstill  by  increasing  tlie  irritability  of  the  muscle  until  the  inhibition 
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can  no  longer  hold  the  heart  in  check ,  but  throughout  the  rhytlim  caused 
by  these  the  activity  of  the  vagus  can  be  seen  in  the  slowness  of  the 
beat  and  the  prolongation  of  the  diastole.  When  the  heart  Is  slowed 
by  muscarine,  stimulation  of  the  va^us  is  more  effective  than  normally, 
the  action  of  the  drug  being  added  to  that  of  the  electrical  stimulus. 

In  rabbits  and  cats  similar  changes  are  seen  in  the  circulation  after 
muscarine.  The  heart  is  slowed  or  brought  to  a  complete  standstill, 
the  blood  pressure  falls,  and  all  the  symptoms  produced  by  anfemia 
of  the  brain  may  follow,  but  the  animal  becomes  again  perfectly  normal 
on  the  administration  of  small  quantities  of  atropine.  Pilocarpine 
differs  from  muscarine  here  in  several  particulars,  for  it  soon  depresses 
the  inhibitory  fibres  and  the  heart  regains  its  former  rhythm,  but  the 
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TracinfiDa  af  the  roovemcat  of  the  nuricle  (upper]  and  ventricle  (lower)  af  the  dog 
Under  luuticatine.  During  conlraotion  th^  Iw^irs  move  upwards;  during  relaJEation  down- 
ivarda-  A-B,  normftl.  At  0,  tnusc&rine  wofi  injecle4  ititrav?noUHly  and  at  C  it  begnti  to 
act.  The  movements  of  the  ventricles  are  plover  and  a  diatinct  pause  ta  seen  ia  di&stcle. 
The  GODtraetioTi  ia  lena  complete,  while  the  heart  relaxes  more  than  uAuat  during  difl^atale. 
The  auricle  sooti  comes  to  a  standatllL  in  diastole.  Compare  the  effects  of  alimulatian 
q{  the  vaeufi  in  the  first  part  □/  Fitt-  30,  page  327. 

cardiac  muscle  is  then  affected,  so  that  the  contractions  rapidly  become 
weaker  and  slower  again,  and  this  secondary  slowing  is  not  removed  by 
atropine;  the  vasomotor  centre  also  becomes  gradually  weakened  by 
large  doses^  so  that  the  bloodvessels  remain  somewhat  dilated,  and  the 
arterial  tension  remains  low  even  after  atropine. 

In  dogs  the  stimnlation  of  the  inhibitory  fibres  seems  sometimes  to 
he  entirely  absent  after  pilocarpine  and  muscarine,  and  in  man  this  is 
very  frequently  the  case.  Instead  of  a  slow  pulse  and  lessened  tension 
of  the  arteries,  acceleration  and  increased  blood-pressure  are  then 
observcfl.  This  is  accompanied  in  man  by  marked  palpitation  and 
discomfort  in  the  region  of  the  heart  and  by  dilatation  of  the  skin 
vessels,  especially  of  those  of  the  face.    In  other  cases,  however,  the 
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same  circulatory  disturbances  are  protiueed  as  in  the  cat  and  rabbit 
(Fjg.  32).  The  acceleration  of  the  heart  and  palpitation  may  perhaps 
arise  from  the  nausea,  which  may  be  sufficient  to  overeoroe  the  inhibitory 
stimulation. 

In  embryo  hearts  muscarine,  in  ordinary  quantities,  produces  no 
change  whatever  during  the  first  150  hours  of  life  (in  the  chick).  The 
explanation  of  this  phenomenon  is  that  the  inhibitory  nerves  have  not 
been  de\'eloped  at  this  stage^  and  after  their  development  is  complete, 
muscarine  acts  on  the  heart  as  in  the  adult.  The  absence  of  slowing  in 
some  of  the  invertebrates  may  be  due  to  a  similar  cause,  although 
this  does  not  Iiold  good  for  the  crab,  in  which  there  is  a  well-defined 
inhibitory  apparatus  but  in  which  muscarine  causes  acceleration. 

Peripheral  ActioiL^Muscarme  and  its  allies  have  generally  been  regarded 
as  acting  on  the  terminations  of  a  series  of  autxjnomic  ner\^es»  chiefly  be1on(i;ing 
to  the  craniosacral  divlsian^  hut,  on  the  other  hand,  some  observers  have  held 
that  the  action  is  a  direct  one  on  the  organs  themselves  and  that  the  nerves 
are  not  involved.  The  arguments  in  favor  of  the  action  on  the  nerve  ends 
have  been  the  exact  similarity  in  the  effects  of  vagus  stimulation  and  of  mus- 
carine in  the  heart  and  the  fact  that  drugs,  such  as  atropine,  which  paralyze 
the  nerves,  also  antagonize  muscarine.  The  second  argument  is  weakened 
by  the  observation  that  the  muscarine  action  on  such  organs  as  the  inteatine 
and  uterus  can  be  abolished  by  atropine,  though  it  has  no  effect  on  the  results 
of  nerve  stimulation,  so  that  the  seat  of  action  of  mu^arine  and  atropine 
cannot  lie  on  the  patti  of  the  nerve  impulses  in  these  organs.  The  similarity 
in  the  action  of  muscarine  and  of  nen^oua  stimulation  is  so  greats  however, 
that  the  receptive  substance  for  the  alkaloid  must  be  closely  connected  with 
the  nerve  path  and  must  undergo  the  same  seasonal  and  other  changes  as  the 
myoneural  connections.  It  is  possible,  however,  that  both  muscarine  and 
nen'e  stimulation  may  affect  the  same  process  and  that  the  parallelisiu  in 
their  effects  may  be  explained  in  this  way;  for  example,  if  a  change  in  the 
permeability  of  the  membranes  of  a  ceU  is  the  essential  feature  of  nerve 
action,  muscarine  may  also  have  this  result  while  atropine  may  oppose  this 
muscarine  action.  In  the  case  of  the  salivary  gland  cells,  atropine  opposes 
not  only  the  action  of  muscarine  in  increasing  the  pcrmeabihty  but  also  that 
of  the  nerve  impulse,  while  in  the  iutestine  atropine  neutralises  the  action  of 
muscarine  but  not  that  of  the  nerve  impulse:  in  each  case  the  drugs  act  on 
some  structure  different  from  the  actual  motor  or  secretory  substance  and  also 
different  from  the  anatomical  nerve  ends. 

According  to  Straub,  muscarme  acta  oa  the  heart  only  as  it  penetrates  into 
the  muscle  cells,  and  once  arrived  in  the  interior  has  no  further  action.  If 
dilute  solutions  are  applied  to  the  heart,  the  alkaloid  may  slowly  accumulate 
In  the  muscle  without  the  heart  beirig  arrested.  If  now  the  niuscarine  be  ex* 
tracted  from  the  muscle  and  applied  to  another  heart  in  concentrated  solution, 
this  second  heart  is  immediately  arrested.  The  action  therefore  depends  on 
the  concentration  in  which  the  dru^  is  applied  and  not  on  the  amount  in  the 
muacle;  in  other  words,  the  action  is  exerted  in  the  process  of  absorption  and 
not  after  absorption.  .Straub  holds  that  atropine  opposes  muscarine  by  retarding 
itfl  permeation  into  the  cell  and  thus  producing  the  same  result  as  if  the  con- 
centration of  the  muscarine  solution  were  lessened.  On  adding  more  muscarine 
so  as  to  render  the  solution  very  concentrated  the  permeation  is  accelerated 
in  spite  of  the  atropine,  and  the  muscarine  action  reappears. 

The  Eespiratonr  centre  b  not  acted  on  directly  by  small  quantities 
of  pilocarpine  and  muscarine.  But  the  changes  in  the  circulation 
lessen  the  aniount  of  blood  passing  through  the  lungs,  and  the  contrac- 
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tlon  of  the  bronchial  muscle  may  seriously  retard  the  movement  of 
the  air  and  thus  impair  the  aeration  of  the  blood.  The  oedema  of  the 
lungs  which  is  often  observed  in  cats  and  rabbits  poisoned  with  the 
members  of  this  series,  and  which  has  also  occurred  in  fatal  poisoning 
in  man,  arises  from  the  slowing  of  the  circulation  through  the  lungs 
from  the  cardiac  action.  Large  quantities  of  pilocarpine  cause  a 
tendency  to  convulsive  movements  and  a  more  rapid  and  labored 
respiration,  E^'entually  the  respiration  becomes  slow  and  weak  and 
asphyxia  follows. 

It  has  been  found  that  pilocarpine  increases  the  Leucoc^a  of  the 
blood  from  its  acting  on  the  spleen  and  other  ]eucoc>i:e-forroiiig  tis* 
sues;  it  is  possible  that  the  leucocytes  are  pressed  out  of  the  spleen 
by  the  contractions  of  the  smooth  muscle.  Both  polytnorphonuclear 
and  mononuclear  cells  are  increased  in  the  blood.  Ruzieka  states 
that  the  Malpighian  corpuscles  of  the  spleen  are  increased  in  number 
after  pilocarpine. 

The  TemperatuTfi  is  said  to  be  increased  by  pilocarpine,  although 
only  to  a  very  small  extent,  and  the  carbonic  acid  excretion  is  increased 
through  the  drug  increasing  the  activity  of  the  glands  and  other  organs. 
After  the  perspiration  is  fully  developed  the  internal  temperature  is 
generally  reduced,  especially  in  fever. 

Some  symptoms  occur  in  cases  of  poisoning  which  point  to  some 
action  of  the  alkaloids  on  the  Central  Nervous  System.  Thus  frogs 
develop  welUmarked  convulsions,  and  even  in  the  higher  animals  and 
man  tremor  and  slight  convulsive  movements,  such  as  hiccough,  have 
been  observed.  The  collapse  which  is  seen  in  the  later  stages  may  be 
central  in  origin  but  probably  is  largely  the  result  of  the  peripheral 
action,  and  the  convulsions,  which  occur  in  some  cases,  arise  from  anemia 
of  the  brain  as  the  result  of  the  cardiac  weakness. 

Pilocarpine  and  muscarine,  while  resembling  each  other  in  general, 
present  some  points  of  difTerence,  which  are  of  the  greatest  importance 
as  regards  their  use  in  therapeutics.  Muscarine  has  practically  never 
been  introduced  into  medical  practice,  because,  while  its  action  on  the 
secretions  is  quite  equal  to  that  of  pilocarpine,  the  gastric  symptoms 
are  produced  more  readily  by  it.  It  is  also  a  much  more  powerful  poison 
than  pilocarpine,  and  la  less  easily  prepared  in  pure  form. 

Pilocarpine  Nitras  (U.  S.  P.,  B.  P,)  (CuHuNiOeHNO,),  the  nitrate  of 
an  alkaloid  obtained  from  Pi](>carpu3  leaves,  forms  a  white  cryatalline  powder, 
which  is  soluble  in  S-9  parts  of  cold  water,  and  is  freely  soluble  in  hot  alcohol. 
0,01  a      gr,);  B.  P.,  ..},r\  gr. 

Therapeutic  tJaea  of  Pilocarpine. — Its  action  on  the  sweat  glands  renders 
pilocarpine  much  the  most  i>owerful  sudorific  in  the  pharmaeopceia, 
and  it  is  used  internally  almost  exehisively  for  this  purpose.  In  various 
conditions  in  which  excess  of  fluid  accumulates  in  the  body,  pilocarpine 
may  be  exhibited  to  remove  it.  In  dropsy,  especially  that  due  to  renal 
disease,  a  few  injections  frequently  reduce  the  fluid  and  remove  the 
effects  of  the  accumnlation,  although  they  do  not,  of  course,  atTect  the 
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diseased  tissues  diret'tly.  By  unljurthening  the  blood  and  tissues  of 
their  excessive  fluid,  however,  pilocarpine  may  improve  the  nutrition 
of  the  kidney,  and  thereby  promote  its  recovery.  In  dropsy  tlue  to 
heart  disease  pilocarpine  must  be  used  with  caution^  owing  to  its  action 
on  the  heart.  In  some  other  exudations  pilocarpine  has  also  been 
advised,  as  in  pleural,  pericardial,  and  subretinal  effusion.  It  must 
be  rememberefl  that  after  the  diaphoresis  produced  by  pilocarpine  there 
usually  sets  in  a  period  of  depression»  weakness  and  languor,  and  this 
may  be  sufficient  to  counteract  the  improvement  obtained  by  the 
removal  of  the  fluid.  It  is  stilJ  a  disputed  point  whether  pilocarpine 
possesses  any  advantage  as  a  sudorific  over  the  other  means  of  producing 
sweating,  such  as  hot  or  cold  packs.  Its  advocates  point  to  the  fact 
that  much  less  disturbance  of  the  patient  is  required,  and  that  the 
subsequent  depression  is  not  greater,  while  its  opponents  assert  that  the 
hot  or  cold  pack  produces  less  depression  and  is  not  accompanied  by  the 
unpleasant  salivation  and  occasional  nausea  of  pilocarpine*  Accumu- 
lations of  fluid  in  the  body  may  also  he  removed  by  way  of  the  bowel  by 
the  use  of  a  hydragogue  cathartic  or  preferably  a  saline  purgative,  or 
the  kidney  may  be  stimulated  to  special  activity  by  the  use  of  such 
diuretics  as  theobromine  and  caffeine.  The  lost  method  of  treatment  is 
that  generally  preferred  as  it  induces  less  weakness  and  depression 
subsequently  than  either  of  the  others.  The  sweating  induced  by 
pilocarpine  is  much  more  profuse  than  that  seen  after  the  nauseating 
diaphoretics  such  as  ipecacuanha,  and  no  such  effects  are  claimed  for 
pilocarpine  as  for  these  in  chills  and  fever. 

In  uraemia  pilocarpine  sometimes  proves  of  great  benefit  if  exhibited 
early,  and  it  has  been  supposed  that  this  was  due  to  the  skin  taking 
up  the  renal  function  vicariously  and  eliminating  the  poison.  Some 
support  has  been  given  this  explanation  by  the  discovery  of  traces  of 
urea  in  the  perspiration  after  pilocarpine,  but  it  is  now  recognized  that 
the  urea  is  not  the  poisonous  principle  in  unemia,  and  the  beneficial 
effects  are  probably  due  rather  to  the  removal  of  fluid  and  the  relief, 
of  the  overstrained  circulation.  It  has  also  been  suggested  that  pilo- 
carpine acts  directly  on  the  kidney^  and  an  increase  In  the  urine  is  not 
infrequently  seen  after  several  injections;  but  this  is  to  be  ascribed 
rather  to  the  changes  in  the  circulation  following  the  removal  of  the 
fluid  than  to  any  direct  action  on  the  renal  epithelium,  for  which  there 
does  not  exist  any  satisfactory  experimental  evidence. 

In  ophthalmic  surgery  pilocarpine  has  been  employed  as  a  substitute 
for  physostigminc,  to  contract  the  pupil  and  reduce  the  intraocular 
pressure.  For  this  purpose  a  dilute  solution  of  the  nitrate  {2  per 
cent,)  may  be  used,  or  gelatin  lamella  may  be  prescribed,  each 
containing  \  mg*  (^^^  gr.),  to  be  laid  on  the  conjunctiva.  The  con- 
traction of  the  pupil  generally  att-ains  its  maximum  in  about  ^-1  hour, 
and  passes  off  in  3-5  hours;  it  is  generally  less  complete  and  of  shorter 
duration  than  that  seen  after  physostigraijie.  Pilocarpine  is  said  to 
first  increase  and  then  lower  the  intraocular  tension. 

In  various  diseases  of  the  ear,  pilocarpine  has  been  used  with  good 
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effects  in  some  cases  ^  but  it  is  qtiite  unknowTi  how  it  acts  here.  The 
conditions  in  which  it  is  of  service  are  various  forms  of  labyrinthine 
disease,  and  some  forms  of  effusion  into  the  tympanic  cavity. 

Pilocarpine  was  at  one  time  used  to  cause  contractions  of  the  uterus 
in  labor,  and  several  cases  of  al>ortion  have  been  ascribed  to  its  use, 
Furtlier  experience  has  led  to  the  conclusion,  however,  that  in  order 
to  elicit  this  ecbolic  action,  quantities  are  necessary  which  produce 
undesirable  secondary  s^Tnptoms. 

Pilocarpine  is  frequently  prescribed  in  lotions  for  the  hair,  and  a 
renewed  growth  of  the  hair  has  been  frequently  seen  in  alopecia  treated 
in  this  way.  This  has  been  explained  by  its  action  on  the  glands  of 
the  skin^  increasing  the  moisture  of  the  scalp  and  improving  its  circu- 
lation and  nutrition,  but  Tappeiner  found  that  the  local  application 
of  pilocarpine  to  the  skin  produces  no  increase  in  the  secretion  of  the 
glands. 

In  cases  of  atropine  poisoning,  the  use  of  pilocarpine  is  quite  unjusti- 
fied as  the  danp:er  arises  from  the  central  nervous  system  in  which  the 
action  of  atropine  is  not  antagonized  by  pilocarpine.  In  poisoning  from 
pilocarpine  or  muscarine  small  quantities  of  atropine  are  the  antidote 
recommended  alike  by  pharmacological  experiment  and  by  clinical 
experience. 

MuBcanne  Intoiicatioa, — In  Siberia  the  Agarieus  muscarius  is  used  to 
form  an  intoxicating  beverage.  The  symptoms  produced  are  hilarity 
and  jollity,  and  the  victims  declare  themselves  to  be  more  capable 
of  fatiguing  exertions  than  they  would  be  without  the  preparation. 
Eventually  giddiness  and  somnolence  are  produced,  and  after  large 
quantities  vomiting  and  convulsive  attacks  may  follow  and  eventually 
prove  fatal.  The  exhilarating  effects  are  probably  due  to  the  presence 
of  a  poison  discovered  by  Harmscn  and  not  to  the  muscarine.  This 
new  poison  seems  to  play  a  r61e  at  least  as  important  as  that  of  musca- 
rine in  cases  of  amamta  poisoning;  it  is  not  antagonized  by  atropine, 
and  its  chemical  nature  is  unknown. 

Bibliography. 

Muscarine. 

Schntiedebero  u.  Kappe.    D&a  MiiscariD.    Leipiig,  18&9^ 
Straub.    P^Qeer's  Arch.,  ecix.  p,  127. 
AfacLean,    BiochGtn-  Jpiiira.,  iii,  p.  I ;  Iv,  p.  66, 
FUiMchhaMr.    Zeitachr.  t.  BLol.^  tix.  p.  262. 

Oaskeil,    Phil.  TrMft.  Roy.  Soc,  1S82.  Journ.  of  Physiol,  iii,  iv,  vlii. 
Oixon  and  Bradie.    Journ.  of  Phya.,  ittix,  p.  155- 
Harmneti.    Arch.  f.  exp.  Path.  u.  Pharm.,  I,  p.  361. 
Honda,    Arch,  f.  exp.  Path.  u.  Fharin,«  Ixtv,  p.  72;  1xv»  p.  46L 
Dal*.    Jpurn.  of  Pharmacol.^  vi,  p.  147  (choline). 
Hunt.    Ibid.,  vi,  p.  477. 

Pilocarpine. 

l/ctnQ'ley.    Jqutq.  of  ADntona^  aad  Phy^r>1.,  x,  p,  1S7,    Joiira.  of  Physiol.,  t,  Hi. 
LiuJuinff/tr.    Pdileer'a  Archiv,  xv,  p.  432;  xviii,  p.  SOi, 

'  The  literature  of  muscarine  apd  pilacarpine  ia  go  mixed  with  thai  of  atropine,  riico- 
titie.  and  pbyaosti^nriino  that  a  complete  list  would  invoK-a  niimoroii'9  rcpelitiona.  I  tnuat, 
Ihercfore,  refer  thoH  ititerested  to  the  biblioeraphy  given  m\d@T  those  groups,  and  shall 
meuticm  here  ooly  the  pnp«n  which  deal  very  largely  wilb  lauuviuft  and  piiocarpiuD. 


PHYSOSTIGMINB 


349 


Niukirch,    Arch.  f.     sea,  Fhys.,  czlvii,  p.  153» 

Rinffer  and  MumU.    Joum-  of  Physiol.,  ii,  p.  J3S;  PmctitiOfter,  nvl,  p,  6. 
jlj6ert0f)t.    Arcb.  I.  exp.  Path.  u.  PhArm.,  xl.  p.  4i&. 
Hamack  u.  Mej/er.    Arch,  f-  «x:p.  Path,  u.  Pharm.,  ni,  366- 
Fmnk  u,  Trnf.    Ztschr.  f.  Biot..  xUv.  p.  11 K 
Schitffei.    Arch.  f.  exp.  Path,     Pharm.*  xx*  p«  271. 
ScfUff.    Archiv.  L  Verdauungakrh,*  vi,  p^  107^ 
J/oriAaU.    Journ.  of  Pbyuol.,  xxxi,  p,  120. 
ffarwtit,    Joum.  of  Phyaiol..  xxrv,  p.  115. 
PAU.    ZeiUchr.  t.  exp.  Path,,  vii.  p,  577,  CArBColine.) 

Xm.  PHTSOSTIGMINE. 

Physostigmine  or  Eserine  is  the  chief  alkaloid  of  the  Cakbar  bean, 
or  Ordeal  bean  (Physostigma  venenosum),  which  grows  in  Western 
Africa  and  was  employed  there  by  the  natives  in  the  trials  by  ordeal 
for  witchcraft.  Either  physostigmine  itself,  or  a  nearly  allied  alkaloid, 
occurs  also  in  the  Kali  or  Call  nuts,  the  seeds  of  Mucuna  urens.  The 
constitution  of  physostigmine  (Ci&HnNsOj)  is  still  unknown,^ 

Physostigmine  produces  a  number  of  symptoms  resembling  those 
of  muscarine  and  pilocarpine  poisoning;  it  stimulates  the  same  organs, 
but  may  affect  another  set  of  receptors;  and  it  has  much  less  effect  on 
the  inhibitory  nerves* 

Symptoms, — ^^fhe  symptoms  of  poisoning  vary  but  little  in  different 
animals;  in  the  dog  and  rabbit  the  first  results  of  a  large  dose  of 
physostigmine  are  weakness  in  the  voluntary  movements  and  a  curious 
tremor  and  muscular  twitching,  beginning  in  the  bind  legs,  but  soon 
cKtending  over  the  whole  body,  The  animal  falls  on  one  side  and  can 
not  raise  itself  again,  although  it  makes  efforts  to  do  so  when  touched. 
The  saliva  and  tears  are  increased,  the  bowel  is  often  evacuated  and 
in  the  dog  vomiting  is  common.  The  respiration  is  at  first  rapid 
and  deep,  and  later  slow  and  dyspnoeic,  the  heart  is  weak  and  slow, 
and  the  pupil  is  contracted  to  a  small  point.  These  symptoms  become 
more  marked  as  more  of  the  poison  reaches  the  blood,  until  the  respi- 
ration ceases.  In  cats  these  symptoms  of  depression  and  paralysis 
are  preceded  by  a  stage  of  increased  movement  and  evident  anxiety, 
but  the  later  symptoms  resemble  those  in  the  dog.  In  man  physostig- 
mine elicits  practically  the  same  results  as  in  the  dog^  vomiting  and 
pain  in  the  stomach  region »  dyspnoea,  giddiness  and  muscular  weak- 
ness, contraction  of  the  pupil,  salivation,  and  perspiration.  The  heart 
is  slow,  muscular  twitching  may  be  present  and  complete  collapse 
follows.  In  frogs  the  voluntary  movements  disappear  soon  after  the 
injection  of  physostigmine,  the  respiration  ceases,  and  last  of  all  the 
reflexes  are  paralyzed. 

Central  Nerrous  System. — In  cases  of  poisoning  in  man,  the  conscious- 
ness is  preserved  until  late,  which  indicates  that  the  highest  functions 
of  the  brain  are  not  directly  affected  by  physosti^^mine.  The  motor 
cerebral  cortex  is  apparently  rendered  more  excitable,  for  in  epileptics 

*  A  number  af  other  alkaJoidi  have  been  stated  to  occur  in  Colahqi-  bean,  but  their 
ftxistenoe  it  not  sufficiently  estabUahGcl  in  most  ca3«4  and  nothtng  i«  known  of  their  action. 
They  haw  been  patned  CaiabariThe,  hophj^toeligmine.  Phyfotmine,  Ettramint,  etc- 
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the  number  and  intensity  of  the  seizures  increase  under  its  use,  and  in 
guinea-pigs  rendered  epileptic  by  operative  procedures  tlie  same  aggra- 
vation is  seen  after  it.  In  the  dog  epileptiform  convulsions  occur 
occasionally,  while  in  the  cat  a  stage  of  excitement  is  generally  present, 
and  irregular  muscular  movements,  such  as  nystagmus,  are  seen  in 
these  and  other  animals.  It  is  possible,  however,  that  some  of  these 
effects  may  arise  from  the  peripheral  action  of  the  poison,  for  example 
from  the  partial  asphyxia  from  broncho-constriction;  they  all  dis^ 
appear  after  the  injection  of  atropine.  The  depression  and  muscular 
weakness  which  is  seen  in  animals  under  large  doses  probably  arise 
from  affection  of  lower  parts  of  the  central  nervous  system  and  resemble 
the  condition  known  as  collapse  more  than  that  of  narcosis* 

Quite  apart  from  these  central  effects,  physostigmine  causes  twntching 
of  the  muscles  ivhich  is  not  prevented  by  division  of  the  nerves  and 
is  therefore  peripheral  in  origin;  this  symptom  is  not  marked  in  the 
frog,  but  may  be  so  developed  in  mammals  as  to  simulate  convulsions. 
It  is  arrested  by  curara,  but  not  by  atropine,  and  does  not  occur  in 
muscles  whose  nerve  ends  have  degenerated  after  section  of  the  nerve. 
This  has  suggested  that  physostigmine  acts  on  the  nerve  plates  rather 
than  on  the  receptive  substances  intercalated  between  these  and  the 
contractile  substance^  which  are  the  seat  of  action  of  eurara  and  nico- 
tine. But  against  this  it  may  be  urged  that  curara  and  physostigmine 
are  mutual  antagonists^  for  the  paralysis  of  curara  may  be  removed  by 
physostigmine  and  on  the  other  hand  the  twitching  induced  by 
physostigmine  is  arrested  by  curara;  and  this  suggests  that  tliey  act 
at  the  same  point.    Further  investigation  may  determine  the  question. 

The  Respiratioa  is  at  first  somewhat  accelerated  and  then  becomes 
slow  and  weak.  The  preliminary  acceleration  may  arise  from  central 
stimulation^  or  possibly  from  partial  asphyxia  due  to  constriction  of  the 
bronchi.  The  subsequent  weakness  and  slowness  of  the  breathing  is 
undou}>tedly  of  central  origin,  and  death  follows  from  the  failure  of  the 
respiratory  centre. 

The  changes  in  the  Circulation  require  further  investigation.  Small 
doses  slow  the  pulse  and  increase  ttie  blood-pressure,  while  larger  are 
followed  by  greater  slowing  of  the  heart  and  a  fall  in  the  blood-pressure. 
The  slowness  of  the  pulse  is  due  to  the  poison  acting  on  the  heart  directly 
and  not  to  any  inhibitory  interference^  for  it  occurs  after  large  quantities 
of  atropine.  According  to  several  observers,  the  irritability  of  the 
terminations  of  the  inhibitory  fibres  in  the  heart  is  increased,  so  that 
stimulation  of  the  \'agus  is  more  effective  after  physostigmine.  The 
contractions  of  the  heart  do  not  seem  to  be  altered  in  strength  in  mam- 
mals, though  the  rhythm  is  slower. 

The  increased  blood-pressure  has  also  been  the  subject  of  some  dis- 
cussion. It  seems  independent,  in  part  at  least,  of  the  vasomotor 
centre^  for  it  is  not  preventetl  by  section  of  the  spinal  cord  or  of  the 
splanchnic  nerves,  operations  which  prevent  impulses  from  the  centre 
reaching  the  vessels.  It  may  be  partly  due  to  the  powerful  contraction 
of  the  intestines  expelling  the  blood  from  the  mesenteric  area,  or  to 
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direct  action  on  the  muscular  coats  of  the  arterioles  causing  contraction 
and  thus  narrowing  their  calibre,  or  perhaps  to  both  of  these,  along 
with  some  increase  in  the  activity  of  the  vasomotor  centre. 

The  frog's  heart  beats  more  slowly  after  physostigmine,  but  here 
tlie  individual  contractions  are  said  to  be  strengthened  and  prolonged, 
and  there  is  definite  evidence  of  stimulation  of  the  heart  muscle,  which 
b  not  seen  in  mamtnals.  If  the  vagus  be  stimulated  in  the  frog  after 
physostigmine,  it  produces  slowing  but  no  coroplete  standstill  of  the 
heart,  because  the  irritability  of  the  muscle  is  so  mucii  augmented  that 
the  inhibitory  apparatus  can  no  longer  entirely  control  it*  If  such 
a  poison  as  muscarine  produces  complete  standstill,  physostogmine 
removes  it^  not  by  depressing  the  inhibitory  apparatus,  but  by 
increasing  the  irritability  of  the  muscle. 

The  Secretions  are  increased  by  physostigmine  as  by  pilocarpine 
and  muscarine;  thus  the  saliva,  the  lears^  the  persptTaiion,  the  tjiucus 
secretion  and  the  pancreatic  juice  are  all  augmented. 

Muflcl©,— Physostigmine  produces  powerful  contractions  of  the 
Stomach,  IrtUstinet  Uterus,  Uretrr,  Bladder,  Spleen  and  Bronchial 
Miisck  resembling  those  eHcite<l  by  muscarine  and  pilocarpine.  It 
differs  from  these,  however,  in  not  acting  on  the  inhibitory  nerves  of 
the  uterus. 

The  tniraocidnr  Muscles  also  undergo  contraction,  and  their  move- 
ments under  physostigmine  have  been  the  subject  of  a  large  number  of 
investigations  and  of  a  good  deal  of  controversy.  The  pupil  contracts 
when  physostigmine  is  employed  either  locally  or  internally,  and 
this  contraction  may  be  lessened  by  the  subsequent  application  of 
atropinCt  but  is  not  altogether  removed  except  by  large  quantities. 
On  the  other  hand,  the  dilatation  of  the  pupil  produced  by  small  quanti* 
ties  of  atropine  may  be  dlmbished  by  physostigmine,  but  the  resulting 
contraction  is  much  less  than  that  caused  by  physostogmine  applied 
to  the  normal  eye*  The  ciliary  muscle  is  acted  on  in  the  same  way  as 
the  iris»  so  that  the  eye  becomes  accommodated  for  near  distance,  and 
atropine  induces  the  same  modifications.  The  effects  of  physostigmine, 
then,  on  the  secretory  organs,  pupil  and  ciliary  muscle  are  strictly 
analogous,  and  are  generally  attributed  to  the  alkaloid  stimulating  the 
terminations  of  the  nerves  in  these  organs.  Physostigmine  does  not  con- 
tract the  pupil  after  degeneration  of  the  motor  oculi  nerve  (Anderson), 
which  apparently  involves  its  receptor;  it  is  suggested  that  physostig- 
mine acts  on  the  terminations  of  the  nerves  in  the  iris,  while  pilocarpine 
and  atropine,  which  act  after  degeneration,  affect  some  receptor  between 
these  and  the  actual  contractile  substance.  The  antagonism  of  phy- 
sostigmine to  atropine  is  more  complete  than  that  of  pilocarpine,  for  a 
renewal  of  the  contraction  can  be  elicited  more  easily  by  the  former 
alkaloid.  The  intraocular  pressure  is  reduced  by  the  application  of 
physostigmine  to  the  eye  and  this  has  generally  bo^^n  attributed  to  the 
contraction  of  the  pupil  facilitating  the  escape  of  the  fluid  by  allowing 
it  freer  access  to  the  spaces  of  Fontana.  Another  factor  may  be  contrac- 
tion of  the  intraocular  vessels,  which  lessens  the  secretion,  (Gronholm.) 
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Peripheral  Action.  It  has  been  discussed  whether  physostigmire 

actually  stimulates  the  myoneural  junctions,  that  is,  causes  impulses 
to  be  emitted  by  them  as  pilocarpine  does,  or  whether  it  merely  renders 
tliem  more  sensitive  to  stimuli  descending  the  nerve  fibres;  the  latter 
aeems  to  be  the  case  in  some  instances,  for  it  is  found  that  when  the 
chorda  t>Tnpani  nerve  is  cut  physostigmine  often  fails  to  cause  secretion, 
though  electrical  stimulation  of  the  nerve  is  more  efBcient  than  before. 
In  other  instances  physostigmine  appears  to  act  after  the  impulses 
from  above  are  excluded,  so  that  here  it  has  the  same  action  as  pilo- 
carpine. It  is  possible  that  the  failure  of  pliysostigmine  to  contract 
the  pupil  after  degeneration  of  the  postganglionic  ciliary  branches  may 
be  due  to  the  exclusion  of  the  impulses  from  the  centres  (Loewi  and 
Mansfeld). 

Some  physostigmine  is  Eicreted  in  the  urine,  but  most  of  that 
ingested  is  destroyed  in  tlie  tissues.  It  has  also  been  found  in  the 
saliva  and  bile. 

The  symptoms  of  poisoning  Tiith  Calabar  bean  are  identical  with 
those  caused  by  physostigmine,  except  when  an  old  preparation  is 
used,  when  some  stimulation  of  tlie  spinal  cord  may  be  induced. 

PHEPARATIONS, 

PHTsosTioMtN^  Sauctlas,  eserine  salicylate  (U,  S.  P.),  0,001  G,  grO- 
PHYsosTioMnwjE  SuLPHAS,  eseHne  sulphate  (B.  P.),  0.001-0.002  G.  gr. 
LamcWs  Physostigmince  (B.  P.),  each  containing  j^'oi,  gr.  of  physostigmine 
sulphate. 

The  sulphate  and  salicylate  of  physostigoiine  are  colorless  or  faintly  yellow 
cryst-ala,  without  odor,  but  possessing  a  bitter  tasis.  The  sulphate  is  deliques- 
cent iti  the  air  and  is  very  soluble  in  both  alcohol  and  water.  The  aalicylate  is 
not  deUquesceut,  has  usually  a  alight  acid  reactiou,  and  is  soluble  in  150  parts 
of  cold,  or  30  parts  of  boiling  water.  Both  salts  undergo  decomposition  when 
kopl.  in  solution  and  then  aBsume  a  reddish-brown  color;  the  addition  of  boric 
or  autphuroua  acid  to  the  soIutit>n  is  said  to  retard  this  decomposition. 

Therapeutic  Uses. — In  recent  years  physostigmine  has  been  given  in  pills 
or  hypodermically  (jjV  gr.)  in  cases  of  atony  of  the  intestine  leading  to 
tympanitis  and  meteorism.  But  it  is  chiefly  used  for  its  action  on  the 
intraocular  muscles  and  tension.  For  this  purpose  a  solution  of  -J-l 
per  cent,  is  dropped  in  the  eye,  2-4  drops  at  a  time,  or  small  discs  of 
gelatin  impregnated  with  the  alkaloid  may  be  applied  to  tlie  conjunc- 
tiva (B.  P.)'  The  pupil  begins  to  contract  in  5-15  minutes,  and  attains 
its  smallest  size  in  half  an  hour.  It  remains  contractetl  12-14  hours, 
and  according  to  some  observers  a  difference  in  the  size  of  the  two 
pupils  may  be  made  out  for  several  days<  The  ciliary  muscle  contracts 
along  with  the  iris,  and  the  eye  becomes  accommodated  for  short 
distances.  This  action  on  the  accommodation  passes  off  in  2-4  hours, 
but  the  sight  is  often  renderecl  indistinct  for  some  hours  longer  by 
alternate  contraction  and  relaxation  of  the  ciliary  muscle.  The  action 
of  physostigmine  on  the  eye  differs  frcwn  that  of  muscarine,  for  the 
former  acts  more  on  the  pupil,  the  latter  on  the  ciliary  muscle,  and  the 
pupil  is  often  contracted  by  physostigmine  while  the  accommodation 


is  practically  unchanged.  The  intraocuJar  pressure  is  somewhat  in- 
creased at  first  and  subsequently  sinks.  Its  action  in  narrowing  the 
pupil  after  atropine  has  been  marie  use  of  to  remove  the  dilatation 
produced  so  frequently  in  ophthalmic  surgery,  but  homatropine  and 
hyoscine,  which  produce  a  shorter  mydriasis  than  atropine^  have  almost 
driven  it  from  the  field.  It  antagonizes  the  dilatation  of  the  pupil 
after  homatropine  and  cocaine  much  more  successfully  than  that  due 
to  atropine.  It  has  also  been  used  in  cases  of  synechia  (attachment 
of  the  iris  to  the  lens)  alternately  with  atropine.  The  alternate  con- 
traction and  dilatation  of  the  pupil  would,  it  was  hoped,  break  down 
the  attachment,  but  the  condition  is  now  generally  treated  by  operation, 
Physostigmine  is  now  chiefly  employed  to  reduce  the  intraocular 
pressure  in  glaucoma* 
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XrV.  COCAINE. 

Cocaine  is  a  comparatively  recent  addition  to  therapeutics^  although 
the  coca  plant  has  been  in  use  in  South  America  for  centuries.  It  b 
indigenous  there,  but  has  been  introduced  into  India,  Ceylon  and 
Java.  The  If^yfg  *hf>  t^rxra  grown  in  Peru  and  Bolivia  contain 
cocaine  along  witli  sniid^  quantities  of  other  alkaloids,  but  the  Indian 
coca  and  still  more  the  Java  leaves  contain  a  smaller  proportion  of 
cocaine  and  a  larger  amount  of  the  less  known  alkaloids. 

Cocaine,  like  atropine,  is  readily  decomposed  into  several  constit- 
uents. On  heating  it  with  water,  methvl  alcohol  is  thrown  off,  leaving 
^^p^oyUecgon ine .  which  may  be  further  broken  up  into  benzoic  a^id 
and  Ec^njjje, 

BccoEUDfl.  Cooine. 
CHj— CH  CH '  COOa  CH*— CH  CH '  CO '  OCEi 

I        !  I      f  [ 

If  III 
CHr-C  H  CH,  CHi^H  CHi 

Many  artificial  cocaines  have  been  fonned  by  substituting  other  radiclce  for 
the  methyl  or  benzoyl  in  ihh  formula,  and  several  of  these  have  since  been 
found  in  the  cultivated  plant,  aa  for  example  Cinnamyl-cocains,  in  which  cin- 
namyl  oocupica  the  positioQ  of  bcnsoyl  in  the  above  formula.  Various  other 
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alkabida,  such  as  a-  and  ^-tnixilliiLe,  and  decomposition  products  are  also 

present;  all  of  these  contain  the  ecgonine  molecule  in  combination  with  various 
acidfl^  and  cocaine  may  be  formed  from  all  of  them  by  isolating  the  ecgonine 
and  combiniQg  it  with  benzoic  acid  and  methyl.  These  alkaloids  are  present 
in  the  plant  In  very  small  quantities  compared  with  cocaine  and  have  not  been 
used  therapeutically.  Another  alkaloid  which  has  been  found  in  the  Java  coca 
is  TTopacocaine^  which  is  a  combination  of  benzoic  acid  and  a  base  (CiHuNO), 
It  will  be  observed  that  the  formula  of  ecgouine  resembles  very  closely  that  of 
tropine,  each  containing  the  same  nucleus,  but  differing  in  the  radicles  attached 
to  It* 

The  most  important  effects  of  cocaine  are  those  on  the  rantr^)  pfirvniiH 
s j;^teBi. ancFon  the  sensory  tiflFws . 

Symptoms. — ^The  symptoms  of  cocaine  poisoning  in  man  vary  a  good 
deal  in  different  individuats.  In  most  cases  -imnil  quHntitiP'ii  prndu^ 
sornj*  ^vpitpn]^iii^  plcR5;^irt\b]e  or  disagreeable.  The  patient  is  generally 
listless  and  more  garrulous  than  in  ordinary  life,  often  somewhat 
an^oiis  and  cnnfyspji.  But  very  often  a  small  dose  is  followed  by  a 
pH)p2,  lan^ornus  state,  somewbat  resembling  that  induced  by  small 
quantities  of  morphine,  but  differing  from  it  in  there  being  less  tendency 
to  sleep.  The  pils^e  i;^  acrelerated.  the  respiration  js  quick  and  deep, 
the  pupil  g<^nera.l]y  d ij fj,t,j^^j .  and  headache  and  dryness  of  the  throat 
are  complained  of.  The  reflexes  may  be  found  somewhat  more  easily 
excited  than  usual  and  txeaiocs^r  slight  convulsive  movements  often 
occm*;  tonic  or  clonic  convulsions  sometimes  supervene  latere  thg 
heart  becomes  extremely  aeceieratedt  the  breathing  becomes  rapid 
and  dynpnceic  and  may  be  finally  arrested  during  ajcoiiviijsion!  In 
most  casemie  con\^lsive  seizures  are  entirely  absent^  however,  and 
fainting^  and  collapse  occ^r.  apparently  from  the  rapid  absorption 
ot  a  large  dose.  The  skin  is  cyanotic  and  cold,  the  heart  stow  and 
weak;  the  respiration  is  very  much  depressed  and  death  foHows  from 
its  gradual  cessation.  Vomiting  is  occasionally  seen  at  an  early  stage, 
but  is  not  by  any  means  common. 

In  the  dog,  cat  and  rabbit  the  symptoms  are  invariably  those  of 
stimulation  of  the  centra!  nervous  system.  Soon  after  the  injection 
the  animal  shows  symptoms  of  great  restlessness  and  excitement;  it 
seems  unable  to  keep  still,  the  dog  at  first  showing  all  the  signs  of 
affection  and  excitement  which  he  displays  on  ordinary  occasions  on 
being  unchained  or  taken  for  a  walk,  but  afterward  running  contin- 
ually in  a  circle  and  paying  hut  littSe  heed  to  anything  around  him. 
Still  later  regular  convulsions  occur,  and  these  are  at  first  clonic,  but 
may  afterward  become  tonic,  and  then  resemble  those  seen  in  strych- 
nine poisoning.  Even  before  the  convulsions  appear  the  animal  seems 
partially  unconscious,  and  in  the  intervals  between  them  he  lies  in  an 
apathetic  state,  which  soon  deepens  to  coma  and  death  from  asph^^ia. 

In  the  frog  a  certain  amount  of  stimulation  of  the  central  nervous 
system  is  often  displayed  after  small  doses — increased  movement, 
exaggerated  reflex  and  occasionally  con\^llsions — but  these  soon  pass 
into  depression  and  eventually  total  paralysis  of  the  central  nervous 
system,  while  the  peripheral  nerves  still  maintain  their  functions. 


General  Jlctioa. — Jlany  of  these  symptoms  point  to  a  .sliimilant 
action  on  the  Central  Nerroua  System,  reserahling  closely  that  seen  in 
a^^)pme  poisoningT^l  nus  trie  garrulity  which  is  so  often  procluced 
by  cocaine,  indicates  an  increased  activity  of  the  cerebrum,  and  the 
increased  movement  in  the  lower  animals  distinctly  points  to  an  affec- 
tion of  this  part  of  the  brain,  for  the  movements  are  perfectly  coordi- 
nated,  and,  in  fact,  in  the  early  stages  resemble  exactly  those  performed 
by  the  normal  animal  in  a  condition  of  excitement.  Further  evidence 
of  the  action  of  cocaine  on  the  cerebrum  is  offered  by  its  effects  on 
muscular  work.  The  natives  of  Peru  and  Bolivia  have  used  it  for 
centuries  to  increase  their  endurance  of  fatigue.  The  bearers  of  the 
Andes,  for  example,  march  for  hours  and  days  with  very  little  rest  or 
food  when  they  are  supplied  with  coca  leaves  to  chew.  The  effects  of 
cocaine  on  the  muscular  power  and  on  fatigue  have  been  investigated 
also  by  means  of  the  ergograph  and  dynamometer,  and  aU  observers 
are  at  one  in  asserting  that  much  more  work  can  be  done  after  cocaine 
than  before  it,  and  that  it  has  a  surprising  potency  m  removmg 
fatigue.  As  regards  mental  work,  its  effects  are  less  known,  but  on 
the  analogy  of  caffeine  it  may  be  supposed  to  increase  the  mental 
powers  also  when  taken  in  small  quantities.  Some  travellers  in  South 
America  relate  marvellous  tales  of  its  producing  feelings  of  the  highest 
bliss  and  power,  but  these  have  not  been  confirmed  by  experience  in 
the  action  of  cocaine  in  less  romantic  regions  of  the  globe,  fjcjuri^ 
in  small  qua ^t'fjf^,  theUj  increases  the  higher  fnnr-t^nj]^  nf  tW  r^pf- 
omgi.  \vnile  in  somewhat  larger  doses  the  stimulant  efi'ect  ;^>rf\'uk  to 
the  low£ii„a££as  and  produces  a  very  greaL  increase  in  rno\-^rrieiit.. 
accompanied,  it  would  seem,  by  a  depression  of  the  consciousness. 
At  the  same  time,  the  CQQcdinaling  or  balancing  powers  seem  affented^ 
so  that  the  animal  generally  moves  in  a  circle,  the  symptoms  resembling 
the  forced  movements  often  seen  in  affections  of  the  cerebellum. 

The  motor  areas  of  the  cerebrum  have  been  found  to  be  more  easily 
stimulated  by  the  electric  shock  when  cocaine  is  injected,  though  when 
it  is  painted  on  the  surface  off  the  brain  it  lowers  the  irritability,  owing 
to  its  being  present  in  too  great  concentration.  Still  larger  quantities 
induce  convulsions^  which  are  not  of  spinal  origin,  but  point  rather  to 
action  on  some  undetermined  part  of  the  hind  brain*  At  an  early 
stage  the  medulla  oblongata  is  affected,  as  is  shown  by  the  quickened 
respiration,  and  the  exaggerated  reflexes  indicate  stimulation  of  the 
spinal  cord,  which  may  be  so  great  after  very  large  doses  as  to  cause 
convulsions  like  those  produced  by  strychnine.  The  action  of  cocaine 
on  the  eentral  nervous  system  is  primarily  a  descending  stimulation, 
tiie  cerebrum  being  first  affected,  then  tfie  hind  brain  and  me<iulla 
oblongata,  and  last  of  all  the  spinal  cord.  Perhaps  it  might  be  better 
expressed  by  saying  that  after  small  quantities  the  chief  s>inptoms 
arise  from  the  cerebrum,  but  as  the  dose  is  increased  those  from  the 
lower  parts  of  the  central  axis  tend  to  become  more  prominent.  After 
the  stimulation  there  succeeds  depression,  which  follows  the  stimu- 
lation downward,  affecting  first  the  cerebrum  and  then  the  lower 
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divisions.  The  two  stages  are  not  definitely  divided^  however,  one 
part  of  the  cerebrum  often  showing  distinct  depression,  while  another 
is  still  in  a  condition  of  excessive  activity.  In  some  cases,  especially 
in  man,  when  a  large  dose  is  rapidly  absorbed,  the  stage  of  evcitement 
may  be  very  sliort  or  apparently  absent  and  the  whole  course  of  the 
symptoms  then  points  to  medullary  depression, 

The  Respiration  after  cocaine  is  much  accelerated,  owing  to  central 
stinuilation.  At  first  the  depth  of  the  movement  is  not  changed,  but 
as  the  acceleration  progresses  the  air  inspired  with  each  breath  grad- 
ually becomes  less.  During  the  convulsions  the  respiration  is  irregular 
or  ceases,  but  it  recovers  again  in  the  intervals,  until  after  a  very 
violent  paroxysm  it  fails  to  be  reinstated.  In  other  cases  the  breathing 
Ijecomes  slower  and  weaker  after  a  time*  and  eventually  stops  from 
paralysis  of  the  centre.  Periodic  respiration  is  frequently  seen,  of  the 
form  generally  kno%vii  as  Cheyne^Stokes'.   (See  Morphine,  page  246.) 

The  Circulation  is  altered  by  cocaine,  owing  to  its  action  on  tFie 
heart  and  on  the  vessels.  Tte  heart  is  much  accelerate  in  mammals, 
while  in  the  amphibians  this  is  less  often  observed.  The  quickening 
has  been  ascribed  to  paralysis  of  the  inhibitory  terminations,  but  this 
seems  not  to  be  the  case,  for  stimulation  of  the  vagus  slows  the  heart 
even  late  in  the  poisoning*  The  heart  is  accelerated,  then,  either  by 
direct  action  on  the  muscle  or  by  stimulation  of  the  accelerator  mech- 
anism. It  is  often  slow  before  death,  but  apparently  not  invariably, 
and  this  is  probably  due  to  direct  action  on  the  muscle.  In  the  frog's 
heart  the  inhibitory  apparatus  is  paralyzed,  the  ganglia  being  affected 
in  the  same  way  as  by  curara  and  other  drugs. 

The  vessels  are  mucli  contracted  in  the  earlier  stages  of  poisoning, 
and  thisj  together  with  the  increased  rate  of  the  heart,  leads  to  a  very 
considerable  rise  in  the  blood-pressure.  The  constriction  of  the  vessels 
seems  partly  due  to  stimulation  of  the  vaso-constrictor  centre,  and 
partly  to  a  direct  action  on  the  vessel  walla^  for  local  application  leads 
to  constriction  of  the  vessels  and  blanching  of  the  mucous  membranes. 
It  has  not  i>een  determined  as  yet  how  far  this  direct  action  on  the  vessel 
walls  affects  the  blotxi-pressure  when  cocaine  is  absorbed  or  when  it 
is  injected  intravenously.  The  blood^pressure  subsequently  falls,  from 
peripheral  action,  if  Anrep's  assertion  that  stimulation  of  the  splanchnic 
then  produces  no  further  rise  of  pressure,  be  correct. 

The  effects  on  the  peripheral  Nems  and  Miiscles  are  disputed,  for 
Mosso  states  that  small  quantities  increase  tlie  strength  of  the  muscular 
contractions  on  electrical  stimulation  both  in  man  and  animals,  while 
others  have  failed  to  obtain  any  such  effect. 

After  the  injection  of  cocaine,  Anrep  observed  marked  pallor  of  the 
Intestine  and  powerful  peristalsis,  while  large  doses  caused  dilatation 
of  the  mesenteric  vessels,  and  lessened  the  movement  of  the  bowel 
probably  through  paralyzing  the  muscle. 

The  Urine  is  sometinies  said  to  l>e  increased  by  cocaine,  while  in 
other  instances  its  injection  has  been  followed  by  total  anuria  lasting 
for  several  hours.  This  suggests  that  the  action  is  not  a  direct  one  on 


the  kjdney,  but  is  caused  merely  through  the  changes  in  the  calibre 
of  the  vessels. 

The  other  Secretions  seem  rather  decreased  than  augmented,  but  no 
very  marked  effects  are  produced  on  them. 

The  temp«rature  generally  rises  b  cases  of  poisoning,  sometimes  as 
much  as  3-5°  C,  from  increased  heat  fonnation  caused  by  cerebral 
action,  Langlois  and  Richet  observed  that  the  higher  the  temperature 
of  the  animal  the  more  easily  were  convulsions  produced  by  cocaine 
and  the  more  severe  their  type* 

It  used  to  be  supposed  that  cocaine  retarded  the  Tissue  Change  and  that 
teas  food  was  required  when  it  was  supplied.  This  waa  based  on  the  state- 
ment of  the  endurance  of  the  natives  of  South  America  when  they  were  allowed 
to  chen'  coca  leaves,  and  on  the  discovery  that  the  leaves  also  allay  hunger  to 
Bome  degree.  But  the  increase  in  the  working  power  ia  due  to  the  effects  od  the 
central  nervous  ayatem,  while  the  craving  for  food  is  probably  lessened  owing 
to  the  cocaine  inducing  numbness  of  the  sensory  nerves  of  the  stomach  through 
its  local  action.  Careful  investigation  has  failed  to  reveal  any  significant 
action  on  the  metabolism  of  animals  except  when  large  quantities  were  given 
over  several  days,  when  the  utilization  of  the  protein  and  fata  was  found  to 
be  impaired. 

A  curious  effect  of  cocaine,  noted  by  Ehrlich  in  mice,  is  a  widespread  destrue- 
tioa  of  the  hepatic  cells,  which  become  inJiltrated  Mith  fat  and  often  undergo 
necroflia. 

Some  cocaine  is  Kxcreted  by  the  kidney  in  the  dog,  and  in  the  rabbit 
nearly  the  whole  of  that  ingested  may  reappear  in  the  urine,  the  tissues 
seeming  to  have  little  or  no  power  of  destroy  ing  it  in  this  animal.  It  is 
unknown  whether  it  k  PYf*rptpd  in  man,  who  is  much  more  SUSCeptible 
to  its  action  than  these  animals. 

T^^)flrftnf.^  ^n\A  ip  be  attatnc<i  in  man  when  cocaine  is  taken  habit- 
ually, but  this  is  not  satisfactorily  established.  In  animals  repeated 
injection  leads  to  a  cumulation  of  cocaine  in  the  tissues  and  hence  the 
animal  instead  of  becoming  more  tolerant  becomes  more  susceptible  to 
each  new  injection.  As  the  concentration  in  the  body  increases,  the 
amount  in  the  urine  rises  (Grode). 

Local  Action. ^Cocaine  applied  locally  in  most  parts  of  the  body 
produces  a  loss  of  sensation  through  its  paralyzing  the  Termioatums  of 
Aome  of  the  Sensory  Nerres,  particularly  those  conveying  impressions 
of  pain  and  touch.  The  exact  researches  of  Kiesow  show  that  heat 
and  cold  are  recogniiEed  as  readily  as  in  tlie  unaffected  parts  of  the 
body.  Cocaine  applied  to  the  tongue  removes  the  taste  of  bitter  sub- 
stances, while  sweet  and  acid  fluids  lose  their  taste  only  partially, 
and  salt  is  recognised  as  easily  as  usual.*  A  solution  applied  to  the 
nasal  mucous  membrane  paralyzes  the  sense  of  smell  entirely. 

The  anaesthesia  or  insensibility  to  pain  and  touch  may  be  induced  in 

A  eurioua  oonlrut  it  presented  in  this  respect  by  Eymtieniic  add*  which  u  obtainad 
ttom  the  GymELcmB  nlvestre,  nnd  wbdch  rvinoivev  the  sensation  9weetaen,  whilB  bitter'* 
u  tcBA  affected  and  "&ctcl"  &nd  "A&lt"  aj«  recoenixed  aa  readily  u  usual.  Gymneoiic  nctd 
dow  not  affect  any  other  tenae  orsfuu.  as  r&r  u  u  kaown.  and  ia  fact,  devoid  ot  iatemt 
•«Mpt      resaxd*  iU  effect  qq  iMte. 
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any  of  the  mucous  membranes  that  can  be  reached  by  cocaine  m  sufii- 
cienrcbncentratiori — pharynx,  lar\'nx,  ccsophagus,  stomach,  rto&e,  eye, 
urethra,  bladder,  vagina,  and  rectimi.  Applied  to  the  unbroken  skin  its 
effects  are  less  marked,  as  it  ]>enetrates  but  slowly  through  the  horny 
epidermis;  but  when  the  epidermis  is  removed  by  abrasions  or  by  skin 
disease,  the  cutaneous  organs  of  sensation  are  acted  on  in  the  same 
way  as  those  of  tlie  mucous  membranes.  The  deeper  sensory  termi- 
nations can  also  be  acted  on  by  hypodermic  injection^  which  causes  a 
fecUtig  of  numbness  and  the  relief  of  pain  in  the  part.  Hypodermic 
injection  reaches  not  only  the  nerve  terminations  of  the  subcutaneous 
tissues,  but  also  tlie  finer  nerve  bundles^  and  these  too  are  rendered 
insensible  as  far  as  the  solution  extends  to  them.  The  part  may  there- 
fore be  cut  into  or  he  subjected  to  other  surgical  treatment  without 
pain^  as  long  as  the  knife  does  not  pass  beyond  the  area  to  which  the 
drug  has  penetrated,  and  numbers  of  grave  surgical  operations  have 
been  performed  under  the  local  aneesthesia  produced  by  cocaine. 

Injected  into  the  neighborhood  of  a  nerve  trunk,  cocaine  penetrates  into 
the  fibres  and  induce*  antesthesia  of  the  organs  supplied  by  the  nerve, 
and- injecteil  into  the  spinal  canal  it  causes  anaesthesia  over  large  areas 
of  the  body^  sometimes  over  almost  the  whole  body,  from  its  acting  on 
the  posterior  roots  of  the  cord.  It  must  be  noted  that  the  amesthesia 
is  only  produced  by  the  local  application  of  the  drug.  The  internal 
administration  only  leads  to  a  partial  loss  of  sensation  in  the  tliroat 
and  stomach,  and  no  amesthesia  is  induced  by  its  action  after  it  reaches 
the  bloodvessels.  The  reason  for  this  evidently  is  that  in  order  to  par- 
alyze the  sensory  fibres  and  terminations  a  considerable  amount  of  the 
drug  is  required,  but  umch  less  is  necessary  to  paralyze  the  central 
nervous  system.  Even  in  the  frog  the  sensory  terminations  are  not 
fully  paralyzed  until  all  symptoms  of  reflex  excitability  have  disappeared 
and  total  paralysis  has  supervened. 

Cocaine  applied  to  a  nerve  trunk  proves  to  have  a  distinct  selecdve 
_^ction,  for  the  seuaory  fibres  fail  to  conduct  sensory  impressions,  while 
motor  Impulses  pass  through  the  fibres  without  difficulty.  Similarly, 
when  it  is  injected  into  the  spinal  canal,  complete  loss  of  sensation 
in  the  lower  part  of  the  body  follows,  but  the  movements  are  almost 
unimpaired.  This  selection  is  only  relative,  for  larger  quantities  par- 
alyze the  motor  nerve  fibres  also;  no  explanation  has  been  given  for 
this  difference  in  the  reaction  of  the  two  sets  of  fibres. 

When  cocaine  is  applied  locally  to  a  mucous  membrane  it  produces, 
besides  a  loss  of  sensation,  a  feeling  of  constriction  and  a  distinct 
pallor  and  contraction  of  the  vessels,  which  point  to  a  local  action  on 
the  vessel  walls. 

The  amesthesia  produced  by  cocaine  is  comparatively  short,  but 
varies  with  the  strength  of  the  solution  applied  and  with  the  vascu- 
larity of  the  part;  as  soon  as  the  cocaine  is  absorbed,  the  local  action 
disappears  and  sensation  returns. 

Cocaine  is  applied  to  the  Eye  more  frequently  than  to  any  other 
part.   It  produces  local  anesthesia  here,  along  with  contraction  of  the 
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conjunctival  vessels,  and  this  is  followed  by  ^diIatatioDLof^the_jiupiJ  and 
often  by  partial  loss  of  the  power  of  accommodation.  The  dilatation 
of  the  pupil  is  much  less  than  that  produced  by  atropine,  and  differs 
from  it  in  several  respects.  T^s^  the  light-reflex  iajireaerved,  the 
pupil  contracting  in  bright  light  and  dilating  further  in  the  dark;  a 
Qumber  of  drugs  which  have  little  or  no  effect  after  atropine,  contract 
the  cocainized  pupil  (pUo^pine,  mmiiaEiiWj-physostigmine),  while 
ajiopine  dilates  it  still  further,  and  cocaine  produces  some  dilatation 
after  the  full  atropine  action  has  been  elicited.  The  motor  oculi  nerve 
is  not  involved  in  the  action  of  cocaine,  unless  very  large  quantities 
are  applied^  when  its  terminations  may  be  depressed  in  the  same  way 
as  by  atropine  (Schultz).  It  is  often  stated  that  cocaine  dilates  tbe 
pupil  by  stimulating  the  ends  of  the  nerves  in  the  fibres  of  the  dilator 
muscle  (Fig.  26)  in  the  same  way  as  adrenaline.  But  this  is  not  estab- 
lished by  any  satisfactory  evidence,  and  cocaine  differs  from  adrenaline 
in  not  affecting  the  s>Tnpathetic  fibers  in  any  other  organs.  Another 
explanation  of  the  dilatation  has  been  suggested,  namely  that  cocaine 
acts  directly  on  the  muscle  fibres  of  the  iris  and  weakens  the  circular 
muscle  (KuroJaV  And  this  is  supported  by  the  observation  that  all 
other  forms  of  unstriated  muscle  are  affected  in  the  same  way 

Etoaeral  Protoplasmic  Action. — The  effects  of  cocaine  on  the  nerve  fibres 
and  sensory  terminations  is  so  striking  that  Its  toxic  action  on  other 
forms  of  living  matter  is  liable  to  be  forgotten.  The  aniesthetic  action 
IS,  however,  merely  an  instance  of  its  general  toxicity,  for  if  brought 
In  contact  with  other  forms  of  living  matter  in  the  concentration  used 
in  an^thetising  nerve  ends,  itjs  poisonous  to  all  the  structures  which 
have  been  examined.  Even  concentrations  too  low  to  act  on  the  per- 
ipheral nerves  act  on  the  nerve  cells  and  paralyze  them,  so  that  it  is 
impossible  to  induce  a  general  loss  of  sensation  by  cocaine  injected  into 
the  circulation,  and  local  anaesthesia  can  be  induced  only  by  applying 
relatively  strong  concentrations  and  confining  their  action  to  definite 
areas.  The  ciliated  epithelial  cells,  leucocytes  and  spermatozoa  become 
motionless,  the  cortical  nerve  cells  lose  their  excitability,  and  many 
of  the  invertebrates  are  killed  by  even  a  short  exposure  to  cocaine.  The 
movements  of  protoplasm  in  plants  are  also  retarded  or  entirely  sup- 
pressed by  this  poison,  and  the  process  of  putrefaction  is  delayed 
considerably.  In  some  cases,  notably  in  the  higher  invertebrates,  the 
final  depression  is  preceded  by  a  stage  of  increased  movements,  and 
vertebrate  muscle  cells,  whether  striated  or  unstriated,  are  first  aroused 
to  greater  activity  and  then  depressed  and  paralyzed  (Kuroda) .  In  some 
other  instantt^s,  however,  cocaine  induces  only  depression  and  paralysis. 

Other  examples  of  this  destructive  action  are  also  seen  in  the  thera- 
peutic use  of  cocaine,  for  the  cornea  is  often  rendered  somewhat 
cloudy  from  its  application,  and  its  subcutaneous  injection  is  some- 
times followed  by  necrosis.  Victims  of  the  cocaine  habit  often  show 
numerous  scars  on  the  arms  and  legs  from  this  local  gangrene,  although 
this  is  probably  often  due  to  unsterilized  syringes  rather  than  to  the 
solution. 
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An  interesting  analogy  has  been  drawn  by  Groa  between  cocaine  and  the 
general  narcotics  of  the  alcohol-chloroform  series,  which  also  have  some  action 
on  nerve  fibres  and  torminaliona  wheu  they  are  applied  directly.  They  act 
in  lower  dilution  on  the  central  nerve  cells,  however,  and  do  not  affect  the 
sensory  fibres  more  than  the  motor,  while  the  concentration  of  cocaine  which 
affects  the  nerve  cell  is  less  distant  from  that  which  act^  on  the  peripheral 
fibre  and  it  acta  much  more  strongly  ou  the  sensory  than  the  motor  nervea. 

Most  of  the  other  naturd  alkaloids  resemble  cocaine  in  many  points  of 
their  action,  as  far  aa  they  have  been  investigated,  but  some  of  the  artificial 
compounds  present  divergences  from  the  general  type.  Thus  a  number  of 
them  do  not  produce  anffisthesia,  and  some  of  them  depart  entirely  from  the 
typical  cocaine  action. 

Truxilline  is  often  said  to  be  a  cardiac  poison,  but  its  action  on  the  heart  seems 
to  resemble  tn  general  that  of  cocaine.  It  has,  however,  a  much  more  intense 
action  on  muscular  tissiie,  which  it^  hke  caffeine,  throws  into  rigor  mortis. 
Its  ansesthetic  power  is  very  small.  Some  authorities  regard  the  muscular 
action  of  caffeine  as  an  important  factor  in  its  preventing  fatigue,  and  the 
presence  of  truxilline  ia  the  coca  leaves  might  be  used  to  explain  the  similar 
effects  induced  by  these,  but  the  quantity  ts  probubJy  too  small  to  have  any 
noticeable  action. 

Benzoylecgonin^  is  a  comparatively  weak  body,  which  produces  symptoms 
resembling  caffeine — increased  reflex  excitability,  muscular  stiffnesa,  and  rigor 
— and  ecgonine  is  still  less  active,  but  elicits  similar  effects  in  frogs. 

Cocftine  H&bit. — ^Siuee  the  introduction  of  cocaine  into  general  thera- 
peutic use,  numerous  cases  of  the  formation  of  a  habit  similar  to  that 
of  opium  or  morphine,  have  been  recorded.  Some  of  these  have  been 
due  to  the  attempt  to  substitute  cocaine  for  morphine  in  the  treatment 
of  chronic  morphinism,  the  treatment  often  resulting  in  the  develop- 
ment of  an  irresistible  craving  for  both  alkaloids.  The  symptoms  of 
cocainism  generally  begin  with  digestive  disorders,  loss  of  appetite, 
salivation  and  emaciation,  but  the  more  important  changes  occur  in 
the  central  nervous  system^  which  apparently  undergoes  degeneration 
similar  to  that  seen  in  chronic  morphine  poisoning.  Sleeplessness, 
tremors  and  occasionally  convulsions,  hallucinations,  insanity  and 
deliriuoi  have  been  noted  after  long  abuse,  along  witli  indefinite  dis- 
turbances of  sensation  and  motion.  The  treatment  of  these  cases  is 
the  withdrawal  of  the  drug,  and  this  can  generally  be  done  without 
the  production  of  any  special  symptoms,  though  it  is  sometimes  fol- 
lowed by  great  depression.  Tins  treatment  is  much  facilitated  by 
sending  the  patient  to  a  special  resortj  and,  in  fact,  is  almost  hopeless 
without  his  isolation. 

Acute  Cocaine  Poisoning  is  treated  purely  symptomatically*  Amyl- 
tdtrite  has  been  advised  when  the  blood-pressure  seems  much  elevated, 
while  for  the  convulsive  attacks  small  quantities  of  chloroform  or  ether 
may  be  necessary.  Or  course,  the  stomach  ought  to  be  evacuated  first 
of  oil  if  the  drug  has  been  taken  by  the  mouth. 

PREPAHATIONS. 

CoCAtNA  CU.  p.,  B.  p.),  an  alkaloid  (CitHjiNO*)  obtmued  from  the  leaves 
of  Erythroxylon  coca  and  its  varieties,  forming  colorless  crystab  with  a  bitter 
taste  followed  by  numbness;  insoluble  in  water,  soluble  in  alcohol. 
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Co<ajllE_JjYBBoai|iSiB»6M  {U.  S.  P,,  B.  P.)  (CitH«NO*HCI),  colorless 
crystals,  very  soluble  in  water  aad  alcohol;  watery  solutions  cannot  be  boiled 
as  the  alkaloid  tends  to  decompose,  0,015  G.  (}  gr.);  B.  P.,  I'^r-i  gr. 

Larndke  Cocaine  (B.  P,);  each  contAina     gr,  of  the  hydrochloride. 

Injectio  Cocainct  Hypodermica  (B.  P,)^  5  per  eeiit.f  5-10  mitis, 

OiDtments  and  other  preparations  containing  cocaine  should  be  used  only 
by  the  phystcian^  aa  they  have  repeatedly  given  riae  to  the  cocaine  habit  when 
supplied  to  patients.  For  this  reason  lozenges  containing  cocaine  should  not  be 
prescribed. 

Tlie  Therapeutic  Uses  of  cocaine  are  abnost  all  dependent  on  lis 
anEesthetic  action.  It  has  been  suggested  as  a  brain  stimulant  in  various 
conditions  of  mental  depression,  but  has  not  been  widely  used  for  this 
purpose,  wliich  is  better  served  by  the  less  dangerous  caffeine,  A  wine 
containing  coca  extract  used  in  domestic  medicine  as  a  "general  tonic,*' 
has  repeatedly  given  rise  to  the  cocaine  habit. 

Its  ansesthetic  properti^  render  it  extremely  important,  but  of  late 
years  some  of  the  artificial  substitutes  (p»  364)  have  been  preferred 
to  cocaine  itself  in  practice.  The  principles  of  local  anaesthesia  remain 
unchanged,  however,  and  may  be  discussed  here.  It  is  of  importance 
that  the  solutions  of  cocaine  should  be  as  dilute  as  possible,  for  much 
larger  quantities  can  be  injected  in  dilute  form  without  risk  of  poisoning 
than  if  more  concentrated  solutions  are  used.  The  cocaine  hydro- 
chloride should  be  dissolved  in  O.S  per  cent  saline  solution  in  order  to 
avoid  the  effects  of  water  on  tlie  tissues.  In  ophthalmic  surgery  it  is 
used  very  largely  both  during  operation  and  to  alle\iate  pain^  and 
occasionally  to  constrict  the  vessels  of  the  iris  in  inflammatory  condi* 
tions.  For  complete  anaesthesia  a^4  per  cent,  solution  may  be  employed^ 
while  to  atla^v  aain  one  of  1-2  per  rent,  is  all  that  is  necessary.  The 
anipsthesia  is  of  short  duration,  generally  setting  in  after  5-7  minutes 
and  passing  off  20-30  minutes  after  the  application  of  the  drug. 
Occasionally  cocaine,  especially  in  strong  solution,  produces  a  certain 
amount  of  opacity  of  the  cornea,  and  wounds  heal  less  readily,  and 
irritant  antiseptics  are  more  dangerous  with  cocaine  than  without  it* 
ITiis  arises  from  the  general  toxic  action  of  cocaine  on  living  matter^ 
which  tends  to  lessen  the  resistance  of  tlie  tissues  with  which  it  comes 
in  contact.  The  usual  explanation  given  that  cocaine  paralyzes  sensation 
in  the  cornea,  and  thus  prevents  the  reflex  winking  which  removes 
foreign  bodies  from  the  surface  and  keeps  the  eye  moist,  is  obviously 
insufficient,  as  the  ancesthesia  is  of  but  short  duration.  The  dilatation 
of  the  pupil  produced  by  cocaine  is  much  less  complete  than  that 
under  atropine,  and  can  only  be  taken  advantage  of  in  diagnosis  by 
using  a  very  dim  light,  as  the  pupil  contracts  in  bright  light  almost  to 
its  normal  size.  On  the  other  hand  cocaine  is  less  injurious  in  glau- 
coma and  the  dilatation  can  be  removed  at  once  by  the  instillation  of 
a  few  drops  of  physostigmine. 

In  the  nose,  throat  and  la^ynf ,  cocaine  is  u&ed  in  a  solution  of  4 
percent.,  somctinies  10-20  per  cent.,  and  amesthesia  is  obtained  with 
greater  difficulty  than  in  the  eye,  but  the  local  contraction  of  the  vessels 
is  often  of  great  service.  Cocaine  is  used  largely  in  operative  procedure 


here  and  also  in  the  treatment  of  irritable  conditions  of  the  respiratory 
passaj^es,  such  as  hay  fever.  In  the  urethra,  rectum  and  vagina,  cocaine 
pc>  conti)  h  used  either  as^an  anaesthetic  or  to  relieve  pain  tempo- 
rarily. It  h  sometimes  of  service  in  painful  or  itching  skin  diseases,  but 
care  must  be  taken  not  to  apply  it  to  large  broken  surfaces,  otherwise 
symptomB  of  poisoning  may  follow.  The  local  action  on  the  stomach 
is  often  valuable  in  checking  vomiting  due  to  gastric  irritation. 

For  many  ye&vs  after  its  introduction  as  a  local  anaesthetic  in  1SS4.* 
its  use  was  practically  limited  to  minor  operations  in  the  nose  and 
throat  ami  to  ophthaln^ic  surgery*  few  general  surgeons  venturing  on 
its  application  except  in  quite  minor  operations  which  required  only  a 
snudi  incision  and  no  manipulation;  for  this  purpose  cocaine  is  in 
frequent  use  in  general  practice  in  which  it  is  found  more  convenient 
than  the  local  amesthesia  induced  by  cold  (see  p.  74).  Within  the  last 
few  years,  however,  its  use  has  undergone  a  wide  extension,  ao  that 
almost  all  the  major  surgical  operations  have  been  performed  under  it, 
and  local  anaesthesia  by  means  of  cocaine  or  eucaine  has  now  become 
a  rival  of  ether  and  clihirofonii.  Occasionally  partial  local  anesthesia 
is  combinet)  with  tlie  administration  of  small  quantities  of  chloroform 
or  ether,  which  are  insufficient  to  produce  complete  unconsciousness, 
but  muse  a  numbing  of  the  sensation,  which*  together  with  the  local 
nctiuii.  prruiit.'^  of  a  painless  operation.  At  first  strong  solutions  were 
injcctc'd  Ui  prepare  the  way  for  the  knife,  each  step  forward  in  the 
iiperatioti  being  premleil  by  an  injection  of  cocaine  to  induce  ana?3- 
thesia  of  the  layer  of  tissue  to  be  incised.  But  this  method,  which 
luiH  been  uae*i  chielly  by  HecUis,  required  dangerous  quantities  of  the 
drug>  and  is  now  acnrcely  used  except  for  minor  operations  in  which 
a  single  injection  is  sufficient.  A  more  satisfactory  method  of  local 
Hiuesthcsiu  fur  ojHTutive  purposes  has  been  introduced  by  Schleich 
under  the  name  of  itiftHrntifm  anipMe^tifi.  A  large  quantity,  generally 
abinit  HXl  c,c.  i)f  u  solution  coutaiuing  0.1  per  cent,  of  cocaine  and  0.8 
per  vvn\.  ivf  sodium  chloride  is  allowed  to  permeate  the  tissues  through 
a  (ine  hy|MMlcnuic  nredle.  Only  very  slight  pressure  is  required  and  the 
wliole  iif  tlic  Hurrounding  structures  become  swollen  and  cedematous 
and  vim  Iw  cut  ititf*  without  pain.  Much  of  the  fluid  escapes  through 
the  inri.sidtis  nnd  no  syniptoms  of  poisoning  arise.  Another  method 
{regiittial  nii(rMhi*jii(i)  is  the  injection  of  cocaine  into  the  immediate 
Mciglilmrluiod  of  the  nerve  supplying  the  part  to  be  operated  on.  Com- 
plete local  anu'sthc'^ia  is  obtiiined,  and  shock  is  less  liable  to  occur 
than  when  genera!  uniusthcsiu  is  induced  (Crile).  This  method  has  been 
U!*c(l  extensively  in  operations  on  the  foot  and  hand,  for  which  it  is 
adniinilily  sttitwl;  it  can  also  be  adapted  to  other  parts  of  the  body. 
The  local  action  in  both  infiltration  and  regional  antesthesia  may  be 
augniente*!  and  the  danger  of  general  poisoning  lessened  by  retarding 
the  circulation  in  the  part  to  be  operated  on.  This  may  be  done  by 
applying  an  K^inarrti  bandage  above  it  when  a  limb  is  involved,  or  by 
the  upplication  of  cold  by  means  of  ethyl  chloride;  but  the  best  results 
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are  ohtaineil  by  using  a  1  per  mille  solution  of  adrenaline  along  with 
cocaine.  This  contracts  the  vessel  and  arrests  the  circulation  locally, 
and  the  cocaine  thus  remains  longer  unabsorbed.  Braun  recommends 
5  drops  of  !  per  mille  adrenaline  solution  to  50  c.c,  of  0.1-0.2  per  cent, 
cocaine  solution  for  infiltration. 

Another  method  of  inducing  anaesthesia  in  a  limb  is  by  means  of 
venous  injection.  The  limb  h  emptied  of  blood  by  elevation  and  bandag- 
ing and  a  tourniquet  is  applied  above  the  point  where  the  injection  is 
to  be  made;  the  cocaine  or  its  substitute  is  now  injected  under  some 
pressure  into  a  superficial  vein  peripheral  to  the  tourniquet  and  quickly 
penetrates  by  anastomosis  throughout  the  veins  of  the  limb  paralyzing 
sensation  wherever  it  reaches.  After  the  operation  the  tourniquet  is 
slowly  loosened  and  tlie  auwsthesia  disappears  with  the  aiupmia-  The 
same  strength  of  cocaine  solution  is  used  as  for  iniiltration  autesthesia 
and  the  quantity  is  too  small  to  have  any  effect  when  it  reaches  the 
general  tissues. 

After  it  was  found  that  the  nerve  impulses  from  the  periphery  to 
the  central  nervous  system  could  be  blocked  by  the  injection  of  cocaine 
into  the  peripheral  nerves,  the  next  step  was  to  obstruct  them  higher 
in  their  course  by  applying  it  to  the  spinal  roots  (suhaTocknoid  an<ES- 
(Ama,  The  first  to  attempt  this  was  Corning  of  New  York,  but  the 
development  of  the  procedure  is  due  to  Bier  and  Tuffier,  A  long, 
honowneedle  J3  j>as3gd  into  the  spinal  canal  bet^veen  the  laming  of 
tjie  lujnBar  vertebrae  ali3  f  c.c.  o\  ft  ^  jSpFj^nf.  ^tlnttfln  nf_pnfjun^ 
[iy^)rnj^KlZri4e  13  mjected  after  the  withdrawal  of  an  equivalent  amount 
of  cerebrospinal  fluid.  The  actual  amount  of  cocaine  injected  is  thus 
0,02  G.  (I  gr.).  Within  a  few  minutes  numbness  begins,  generally 
in  the  feet  at  first,  but  sometimes  in  the  lower  part  of  the  trunk;  it 
spreads  upwards  rapidly  until  sensibility  to  pain  is  lost  everywhere 
below  the  diaphragm  and  sometimes  in  the  thorax;  in  some  eases  even 
the  head  has  been  found  anaesthetized.  The  sensations  induced  by 
warmth  and  cold  are  less  quickly  affected,  touch  is  preserved  to  some 
extent  and  the  limbs  can  be  moved  readily,  though  the  movements  are 
carried  out  more  slowly  than  usual;  the  consciousness  is  unimpaired. 
This  condition  lasts  from  half  an  hour  to  an  hour  and  then  sensation 
returns  gradually.  In  the  beginning  of  the  action  some  muscular 
twitching  is  often  seen,  and  the  muscles  are  never  relaxed  as  they  are 
under  chloroform  or  ether*  Vomiting  occurs  in  a  certain  proportion 
of  cases  either  during  or  after  the  operation,  and  persistent  headache 
is  often  present*  A  more  dangerous  effect  is  the  onset  of  collapse 
with  very  low  blood-pressure  and  all  the  symptoms  of  cerebral  ansemia. 
This  not  infrequently  fatal  accident  arises  from  the  cocaine  paralysing 
the  vasomotor  roots  of  the  splanchnic  nerves  within  the  spinal  canal 
(Smith  and  Porter).  The  anaesthesia  from  the  intraspinal  injection 
arises  from  action  on  the  posterior  nerve  roots  and  not  on  the  cord 
itself.  The  cerebrospinal  fluid  has  been  found  to  contain  a  large 
number  of  polynuclear  leucocytes  after  the  injection  and  resumes 
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its  normal  limpid  character  only  after  several  days.  This  method  of 
anaesthesia  has  been  used  in  a  large  number  of  operations,  some  of 
them  of  the  gravest  nature;  it  has  also  been  substituted  for  general 
amesthesia  in  labor. 

Of  these  methods,  Schleich'a  infiltration  has  been  most  widely 
adopted  and  is  admirably  suited  for  minor  operations.  It  is  the  safest 
method  available  for  most  of  these,  for  the  amount  of  cocaine  injected 
ought  not  to  be  sufficient  to  induce  poisonous  s>Tnptoms,  and  should 
never  exceed  20  mg.  gr.),  and  much  of  this  escapes  by  the  incision. 
It  requires  some  experience  to  induce  complete  insensibility  to  pain 
by  this  method  and  the  operation  has  to  be  interrupted  at  intervals  to 
permit  of  further  injections.  Some  headache  and  nausea  are  occa- 
sional sequelge.  When  general  anaesthesia  is  contraindicated,  infil- 
tration may  be  adopted  in  major  operations,  while  on  the  other  hand 
it  is  often  contraindicated  in  minor  operations  where  there  is  any 
possibility  of  complications*  or  where  the  anxiety  and  nervousness  of 
the  patient  are  likely  to  interfere  with  the  proceedings.  Subarachnoid 
or  intraspinal  cocainization  has  been  enthusiastically  praised  by  some 
of  its  sponsors,  but  is  generally  regarded  as  a  hazardous  method.  Numer- 
ous fatalities  have  resulted  from  it,  and  headache  and  nausea  very 
often  persist  for  many  hours  after  the  operation.  It  Is  less  in  use 
now  than  a  few  years  ago  and  is  only  to  be  recommended  when  special 
circumstances  contraindicate  the  general  anieathetics,  and  operation  is 
imperative. 

Substitutes  for  Cocaine. 

In  the  early  days  of  local  anaesthesia  with  cocaine,  a  number  of 
fatalities  occurred  from  its  use  and  prompted  the  search  for  a  less 
dangerous  substitute.  With  modern  methods  cocame  is  much  less 
dangerous  and  it  has  proved  more  reliable  in  practice  than  any  of  its 
rivals.  Some  antcsthetic  action  is  inherent  in  a  very  large  number  of 
chemical  substances,  but  in  most  instances  the  aneesthesia  is  preceded 
by  irritation  and  pain.  Even  cocaine  is  not  devoid  of  deleterious  local 
action*  In  comparing  the  advantages  and  drawbacks  of  the  various 
local  anfesthctics,  the  points  to  be  examined  are  the  general  toxicity 
on  absorption,  the  power  of  inducing  local  amesthesia,  and  the  extent 
to  which  the  paralysis  of  the  nerve  ends  is  preceded  by  irritation  and  is 
attended  by  injury  to  other  cells  in  the  neighborhood.  The  first  im- 
portant substitute  for  cocaine  w^as  Beta-Bucaine  (CifiHsiNOt)  which  is 
an  artificial  base  analogous  to  cocaine,  and  like  cocaine  first  stimulates 
and  then  paralyzes  the  central  nervous  system  when  injected  into  animals 
in  large  doses;  the  pulse  is  slowed  from  direct  action  on  the  cardiac 
muscle,  and  the  blood-pressure  falls,  Eucaine  is  only  about  half  as 
poisonous  as  cocaine.  As  a  local  aniesthetic,  it  is  almost  as  efficient  as 
cocaine  but  oFten  induces  irritation.  It  does  not  constrict  the  vessels 
nor  dilate  the  pupil;  its  effects  on  the  intraocular  pressure  are  not  yet 
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satisfactorily  determined.  A  1-2  per  cent,  solution  of  the  lactate  or 
hydrochloride  is  used  in  the  eye,  2-5  per  cent,  for  other  mucous  surfaces 
and  for  subcutaneous  injection,  Eucaine  may  be  employed  in  0,2-1 
per  cent,  solution  instead  of  cocaine  for  infiltration  anaesthesia,  and 
can  be  disinfected  by  boiling, 

BEKZAMtK.E  Lactas  (B.  P.),  Beta-eucaine  lacUte  (CiiHiiNOjCiH»0>), 
a  white  crystalline  powder  with  a  bitter  taste  followed  by  numbness, 
soluble  in  5  parts  of  water*   Dose,  J-J  gr, 

Betaeucain^  Hydrochloridum  (U.  S.  p.)  (CmHjiOjNHCI),  a  white 
crystalline  powder,  soluble  in  30  parts  of  water. 

TTopacocaine,  an  alkaloid  found  in  Java  coca  leaves,  is  the  benzoic 
ester  of  a  base,  pseudotropine.  It  is  about  half  as  poisonous  as  cocaine 
when  absorbed.  Applied  locally  it  equals  cocaine  in  anesthetic  power, 
but  its  effects  are  more  transient  and  it  is  more  liable  to  cause  irritation 
according  to  some  observers.  It  has  not  been  employed  so  widely  as 
the  otliers.  Applied  to  the  eye  it  does  not  dilate  the  pupiL 

Stovaine,  CuH2iOiN,HCI,  an  artificial  alkaloid  recently  introduced,  is 
less  poisonous  than  cocaine,  but  has  occasionally  caused  alarming 
symptoms  of  collapse.  Its  local  amesthetic  action  is  comparable  to 
that  of  cocaine,  but  is  attended  by  some  signs  of  irritation. 

Alypina,  Ci^HajOiNj^HCI,  is  closely  related  to  stovaine  in  chemical 
structure.  It  is  equally  poisonous  with  cocaine  and  though  it  also 
equals  it  in  its  local  anaesthetic  action,  this  is  attended  by  marked 
'irritant  congestion  and  even  sloughing.  Alypine  has  therefore  no 
claims  to  use  in  therapeutics. 

Novociune  (NH,— CJI*— COC3H,N{C,H6),)  is  about  one-third  as 
poisonous  as  cocaine,  and  applied  locally  acts  only  on  the  nerves  with- 
out involving  the  other  tbsues  and  thus  produces  no  irritation  or  hyper- 
emia; it  does  not  constrict  the  vessels  as  cocaine  does.  Its  anesthetic 
action  is  less  powerful  and  less  lasting  than  that  of  cocaine,  but  is 
sufficient  for  most  purposes  when  the  absorption  is  delayed  by  the 
addition  of  adrenaline. 

Nirranine,  Ci4Hk,04NiHC1,  is  less  poisonous  than  cocaine  and  is  also 
less  anftpsthetic  and  has  not  been  used  to  the  same  extent  els  the  others. 
Its  two  allies,  Subcutine  and  AuEestheslnf  have  also  been  used  too  little 
to  allow  of  a  definite  statement  of  their  merits, 

Orthaform  and  Orthoform-neti,  are  esters  of  amino-oxybenzoic  acid, 
and  are  almost  insoluble  in  water.  They  have  been  used  as  dusting 
powders  and  in  ointment  to  allay  pain  in  ulcers  and  burns;  but  in  a 
number  of  instances  they  have  given  rise  to  severe  irritation  and  slough- 
ing, and  they  must  be  used  with  the  greatest  care,  if  at  atL  Orthoform 
has  no  action  on  the  unbroken  skin  and  its  insolubility  precludes  its  use 
as  a  substitute  for  cocaine  by  hj-^podermic  injection. 

Holocaine  is  a  phenetidine  derivative,  CiglljiOjNti  which  has  been 
used  to  some  extent  and  is  said  to  be  less  poisonous  than  cocaine  and 
nearly  twice  as  powerful  in  its  anaesthetic  action, 

A  comparison  of  the  relative  aniesthetic  action,  irritant  action,  and 


366 


SUBSTANCES  ACTING  AFTBH  ABSOHPTION 


toxicity'  of  these  bodies  determined  in  animals  is  given  in  the  following 
table: 


AiiHth«tiQ 

tfrit&nt 

Toiieiiy. 

i  ction. 

Cocaine 

1 

1 

Eucaioe     .    .  . 

0.4 

1 

Tropftcocaiae  .  . 

0,5 

1 

Stovaiiie 

0.6 

1 

Alypine 

0.9-1.25 

1 

+  +  +  + 

Novocame  . 

0.3-0.5 

0.1 

Absent 

Nirvauine  . 

0.3-0.7 

0.4 

Holocaine  . 

0.6 

2  0 

+ 

According  to  Gros,  all  of  these  drugs  have  the  same  anseathetic  power 
if  they  are  applied  as  bases^  and  if  this  proves  to  be  correct,  novocaine 
has  great  advantages  over  the  others  if  used  in  solutions  containing 
sodium  bicarbonate  in  sufScient  amount  to  free  the  alkaloid  in  basic 
form. 

In  practice  cocaine,  eucaine,  and  novocaine  are  in  common  use, 
Novocaine  is  distinctly  the  safest  of  all  and  suffices  for  all  purposes 
except  for  actual  operations  on  the  eye  and  throat;  here  cocaine  is 
better,  as  novocaine  does  not  cause  complete  anicsthesia  when  merely 
painted  or  dropped  on  the  surface.  -Injected  subcutaneousiy  it  is 
quite  sufficient,  Holocaine  and  tropacocaine  deserve  more  attention 
than  they  have  received  as  yet.  Another  local  anicsthetic  which  has 
been  used  largely  is  quinine  hydrochloride  or  quinine  and  urea  hydro- 
chloride. 
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'  The  Loxicity  fiKurea  given  by  different  authora  ehow  ereat  vaiialionB,  which  appaitiotly 
vnva  from  the  different  methods  employed  and  very  oUun  from  the  speeil  of  injection; 
clinical  cxffcripnco  niinws  that  novocnino  is  prewnted  in  an  unfavotahle  light  hy  thesa 
experimentaL  reeults. 


XV,  IDREKALINB. 


The  suprarenal  glands  of  all  vertebrates  have  been  shown  to  contain 
a  body  which  possesses  a  powerful  action  on  tlie  organism,  and  which 
the  glands  normally  secrete  into  the  bloodvessels.  The  active  prin- 
ciple was  first  isolated  by  Abel  and  named  epinephnjie^  but  is  more 
widely  known  under  the  trade  names  of  adrenaline,  sitpraretiine,  etc. 
It  has  also  been  found  by  Abel  in  the  external  neck  glands  of  a  tropical 
toad.  It  is  a  feebly  basic  derivative  of  benzene^  corresponding  to  the 
formula  C.H,(OH),— CHOH— CH,— NHCH,.  Adrenaline  has  been 
formed  synthetically,  and  a  number  of  other  amine  compounds  similar 
to  it  in  structure  have  proved  to  resemble  it  also  in  action  in  many 
features;  other  amines  less  closely  related  chemically  tend  to  depart 
further  from  the  typical  adrenaline  action  (Bsrger  and  Dale),  Adrena- 
line is  laevorotary  to  polarized  light;  the  dextrnrotary  isomer  has  only 
about  one-twelfth  of  the  activity  of  the  natural  substance  (cf.  Atropine 
and  Hyoscine)^ 

The  characteristic  action  of  adrenaline  is  best  elicited  by  its  injec- 
tion into  a  vein,  when  it  stimulates  the  myoneural  junctions  of  the 
postganglionic  fibres  of  the  sjTnpathetic  ner\'es.  The  effects  of  adrena- 
line are  thus  for  the  most  part  identical  with  those  of  stimulation  of  the 
sympathetic  nerves  and  the  group  of  amines  of  which  it  is  the  best 
known  member  have  therefore  been  termed  the  sympatho-miraetic 
amines.  The  symptoms  show  certain  analogies  with  those  Induced 
by  nicotine,  but  the  latter  affects  a  wider  area  from  its  involving  the 
parasympathetic  autonomic  nerves  as  well  as  those  of  the  true  sym- 
pathetic. And  the  point  at  which  nicotine  acts  is  the  ganglion  cell, 
while  adrenaline  involves  the  other  end  of  the  peripheral  neuron.  It 
should  be  added  that  some  of  the  sympathetic  terminations  are  not 
involved  in  the  action  of  adrenaline;  the  secretory  fibres  in  the  sweat 
glands  are  not  affect^  for  example,  although  they  are  of  sympathetic 
origin. 

Circulation.'— On  the  intravenous  injection  of  adrenaline  a  very 
marked  rise  in  the  arterial  blood -pressure  occurs  accompanied  at  first 
by  acceleration,  then  by  slowing,  and  later  again  by  acceleration  of  the 
heart.  This  rise  in  blood-pressure  is  for  the  most  part  du^  to  constriction 
of  the  vessels  of  the  abdominal  cavity,  but  an  increase  in  the  efficiency 
of  the  heart  often  plays  a  part,  though  a  subordinate  one.  The  sudden 
increase  in  pressure  occurs  after  destruction  of  the  vasomotor  centre 
and  cord,  or  after  section  of  the  splanchnic  nerves  and  paralysis  of  the 
ganglia  on  the  vaso-constrictor  nerves,  so  that  it  is  obviously  due  to 
direct  action  on  the  muscle  of  the  vessel  walls,  or  on  the  terminations 
of  the  nerv^es  in  them.  The  greatest  constriction  is  seen  in  the  vessels 
of  the  splanchnic  area,  but  most  of  the  other  vessels  are  also  involved 
In  lesser  degree.  Thus  the  limb  vessels  are  nfirrnwetl  less  than  those 
of  the  intestine,  and  the  pulmonary  and  cranial  arterioles  are  so  slightly 
constricted  that  there  has  been  some  difficulty  in  proving  that  they 
are  involved  in  the  general  action;  most  observers  now  hold  that  there 
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13  narrowing  in  these  regions  also.  Tlie  effect  on  the  coronary  artery 
oF  the  heart  has  also  been  the  subject  of  dispute,  most  investigators 
finding  that  it  is  dilated  by  adrenaline;  but  though  this  is  often  the 
prevailing  effect,  very  small  concentrations  of  adrenaline  cause  distinct 
contraction  of  the  coronary  artery  and  slow  the  passage  of  blood  through 
the  heart  (Brodie  and  Cullis)-  Even  in  organs  in  which  the  vessels  are 
niore  obviously  constricted  ^  the  degree  varies  conaderably,  apparently 
according  to  the  amount  of  control  normally  exercised  by  the  constrictor 
nerves;  thus  the  vessels  of  the  uterus  are  more  contracted  than  those  of 
the  bladder,  and  these  again  more  than  those  of  the  striated  muscles, 
which  may  even  dilate. 

After  moderate  quantities  of  adrenaline  the  blcKxi-pressure  falls 
again  after  about  five  minutes,  and  not  infrequently  descends  below 
the  normal  level  And  in  some  instances  when  adrenaline  is  injected 
into  an  animal  whose  blood-pressure  is  very  high,  a  fall  of  pressure 
occurs  instead  of  the  usual  rise.  This  is  due  to  the  fact  that  adrenaline 
affects  not  only  the  vasoconstrictor  mechanism,  but  also  the  vasodilator, 
and  the  stimulation  of  the  latter  dilates  the  vessels  and  reduces  the 
blood-pressure;  as  a  general  rule,  however,  the  constrictor  nerves  are 
50  much  more  powerful  than  the  dilator  that  the  simultaneous  stimula- 
tion of  the  latter  fails  to  appear;  it  may  be  demonstrated  by  the  use 
of  ergotoxine  which  paralyzes  the  constrictor  myoneural  junction  while 
leaving  the  dilator  unaffected,  so  that  after  ergotoxine  the  injection  of 
adrenaline  invariably  causes  a  fall  of  blood-pressure. 

The  acceleration  of  the  heart  under  adrenaline  is  due  to  stuiiulation 
of  the  terminations  of  the  accelerator  nerves  in  the  heart-muscle,  and 
is  therefore  accompanied  by  a  stronger  contraction  and  more  complete 
evacuation  of  the  chambers;  if  the  dose  injeclied  be  "large  the  accelerator 
action  is  too  great  to  admit  of  complete  relaxation  during  the  diastole, 
and  the  output  of  the  heart  may  be  smaller,  and  a  drop  in  the  blood- 
pressure  is  observed.  This  accelerated  beat  is  the  characteristic  feature 
of  the  adrenaline  action*  but  it  often  gives  place  to  the  slow,  full  beat 
characteristic  of  inhibitory  activity.  This  second  phase  of  slowing  of 
the  heart  beat  is  not  observ  ed  if  the  vagi  are  divided  or  if  atropine  is 
given  before  adrenaline,  so  that  it  obxiously  arises  from  excitation  of 
the  vagus  centre;  this  is  not  mainly  a  direct  adrenahne  action  but  is 
largely  a  secondary  result  of  the  high  blood-pressure,  which  induces 
congestion  of  the  brain  and  arouses  the  vagus  centre  to  activity.  After 
a  short  time,  the  blood-pressure  beginning  to  fall  or  the  vagus  centre 
becoming  exhausted,  the  accelerator  stimulation  again  gains  the  upper 
hand  and  the  pulse  is  again  much  accelerated. 

The  effect  of  adrenaline  on  the  mammalian  heart  is  thus  in  small 
dose  to  accelerate  and  strengthen  it;  in  large  amounts  the  acceleration 
may  be  excessive  and  impair  its  efficiency,  or  the  acceleration  naay  be 
temi>orarily  replaced  by  inhibition  which  also  reduces  the  output. 
Adrenaline  increases  the  irritability  of  the  heart  and  thus  predisposes  it 
to  pass  into  fibrillary  contractions.  The  frog's  heart  is  less  easily  affected 
than  that  of  the  mammals,  but  similar  changes  have  been  observed. 


The  action  on  the  heart  may  be  demonstrated  by  perfusing  very 
dilute  solutions  of  adrenaline  through  the  vessels  of  the  excised  heart, 
and  the  same  method  is  used  in  investigating  its  action  on  the  vessels 
of  other  organs.  In  the  excised  heart  the  accelerator  and  augraentor 
action  alone  is  visible,  the  stage  of  slowing  being  absent.  The  con- 
traction of  the  vessels  in  such  organs  as  the  kidney  is  shown  by  the 
diminished  outflow  from  the  veins  when  adrenaline  is  added  to  the 
perfusing  fiuid;  and  different  organs  respond  in  different  degrees,  little 
retardation  of  the  flow  occurring  in  the  lungs,  brain  and  heart  com- 
pared with  that  in  the  intestines,  limbs^  and  kidney.  A  similar  con- 
striction of  the  vessels  may  be  observed  when  a  solution  of  adrenaline  is 
applied  to  a  mucous  membrane,  for  the  part  becomes  pale  and  antaemic 
from  the  constriction  of  the  vessels;  this  is  well  seen  when  the  drug 
is  applied  to  the  congested  conjunctiva  or  to  the  mesentery.  Painted 

*    FiQ.  33 


Blood-prenurc  {B.P.)  aod  bovel  volume  (I.V.)  of  cat.  At  A  jajectioQ  of  adrenaline. 
The  blood-presfure  onct  bowet  volume  diminUbei,  todicating  const riotlon  of  the 

rofflCDCeric  vesaels.  As  these  rpLan  ai^o  the  blood-pressure  falLfl*  The  vagi  had  been 
divided  previously',  so  that  there  u  no  secondary  olomiiE  of  the  heArt. 

on  the  unbroken  skin  adrenaline  has  no  effect,  as  it  fails  to  penetrate 
it,  hut  denuded  surfaces  become  blanched,  and  haemorrhage  ceases 
from  small  vessels. 

When  it  is  injected  hypodermically,  the  skin  and  subcutaneous  tissues 
around  the  point  of  injection  become  pale  and  anremic  and  may  be  cut 
into  without  bleedings  and  when  it  is  applied  to  a  bleeding  surface,  the 
hiemorrhage  is  arrested  unless  some  large  arterj'  has  been  opened.  But 
even  the  direct  application  of  adrenaline  to  a  lesion  of  the  lung  or 
brain  has  little  effect  in  stopping  the  bleeding,  the  vessels  in  these 
organs  not  being  constricted  by  adrenaline  to  the  same  extent  as  those 
of  other  organs. 

Stomach  mid  tntestine  — The  intravenous  injection  of  adrenaline  is 
followed  by  imme^iiate  cessation  of  the  movements  of  the  stomach  and 
intestine  which  become  relaxed  to  their  full  extent.  This  is  in  accord- 
Si 
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ance  with  their  innervation,  for  the  splanchnic  fibres  are  the  inhibitor\- 
nerves  of  those  organs  and  their  stiroulation  also  arrests  peristalsis 
and  causes  relaxation  (Fig.  34).  But  certain  specialised  parts  of  the 
bowel  wall  receive  motor  fibres  from  the  sympathetic — the  pyloric, 
ileo-coHc  and  internal  anal  sphincters  and  the  muscularts  mucosa — and 
these  are  thrown  into  contraction  by  adrenaline*  The  movements  of 
the  galUbladder  are  inhibited  and  those  of  the  gall-duct  are  increased 
by  sympathetic  stimulation  and  also  by  adrenaline. 

The  reaction  of  the  Bladder  to  adrenaline  differs  in  different  species 
of  animals  according  to  the  nature  of  the  dominant  impulses  of  the 
lumbar  sympathetic  nerves. 


Tmdng  of  the  movemeoU  of  intestine  il)  «id  of  the  utena  (U)  of  n  rabtnt  und«j 
adrenaline  injected  at  ihe  point  marked  with  »m  arrow.  The  iatflatiae  relates,  while  the 
Uterus  contrncta  powerfully. 


Utwus.— The  reaction  of  the  uterus  to  adrenaline  differs  in  different 
animah  and  even  in  the  same  animal  at  different  periods.  In  the 
non-pregnant  cat,  adrenaline  generally  causes  inhibition  of  the  move- 
ments and  relaxation,  while  in  the  pregnant  cat  its  injection  is  followed 
by  powerful  contractions;  in  the  rabbit  adrenaline  almost  always  causes 
contraction  whether  the  animal  is  gravid  or  not,  while  in  the  dog  the 
uterus  first  contracts  and  then  passes  into  a  position  of  relaxation  and 
inhibition.  In  each  case  the  action  of  adrenaline  Is  identical  with  that 
of  stimulation  of  the  hypogastric  nerves  which  carry  both  motor  and 
inliibitory  fibres  to  the  uterus;  the  relative  power  of  the  two  sets  of 
fibres  varies  in  different  animals  and  in  different  conditions  in  the  same 
way  as  the  action  of  adrenaline  (Fig,  34)* 

The  Eye. — The  intravenous  injection  of  adrenaline  is  followed  by 
dilatation  of  the  pupil,  the  eyelids  are  widely  oi>ened,  the  eyeball  is 
protrudedj  and  the  nictitating  membrane  withdrawn;  the  action 
corresponds  exactly  to  the  effects  of  stimulation  of  the  cervical  sympa- 


thetic  fibres;  it  occurs  when  these  have  been  cut,  and  is  even  intensified 
when  they  have  been  allowed  to  degenerate.  Applied  locally  to  the  eye, 
It  constricts  the  vessels  of  the  conjunctiva  and  often  dilates  the  pupil 
and  reduces  the  intra-ocular  tension  for  a  short  time* 

Bronchial  Muscle. ^Adrenaline  injected  intravenously  dilates  the 
bronchi  widely,  an  effect  which  is  especially  noticeable  when  they  have 
been  previously  constricted  by  pilocarpine  or  physostigmine.  This  ia 
not  the  same  as  the  dilation  caused  by  atropine,  but  arises  from  adrena- 
line stimulating  the  terminations  of  the  bronchial  sympathetic  fibres, 
which  cause  relaxation  of  the  muscle. 

Other  Orf&ns  containing  unstriated  muscle  are  similarly  affected, 
some  undergoing  contraction,  while  others  are  inhibited  under  adrenaline, 
ami  ill  each  case  the  result  corresponds  with  the  effect  of  stimulation 
of  tlie  fibres  of  the  sympathetic  supply. 

The  Secretions  do  not  present  such  marked  changes  under  adrena- 
line, though  they  are  also  generally  increased  when  they  are  controlled 
by  the  sympathetic  nerves.  This  is  due  to  the  fact  that  the  blood 
supply  is  simultaneously  reduceti  hy  the  vaso-constriction,  for  Edmunds 
has  shown  that  the  secretion  of  the  pancreas  is  arrested  by  adrenaline 
causing  isch«mia  of  the  gland.  The  saliva  under  adrenaline  corre- 
sponds in  character  with  that  secreted  on  stimulation  of  the  cervical 
sympathetic  trunk,  not  with  that  from  stimulation  of  the  chorda 
tympani,  wlilch  is  a  cranial  antonomic  nerve  and  is  therefore  not  sus- 
ceptible to  adrenaline.  The  siveai  glands  provide  the  most  notable 
exception  to  the  rule  that  adrenaline  has  the  same  effect  as  sympathetic 
stimulation,  for  though  they  are  innervated  by  sympathetic  fibres 
whose  stimulation  causes  secretion,  adrenaline  has  no  effect  on  the  sweat 
secretion,  whether  it  is  injected  intravenously  or  applied  locally.  The 
nerves  to  the  sweat  glands  are  anomalous  in  another  feature,  for  their 
terminations  are  the  only  example  in  which  atropine  paralyzes  sympa- 
thetic terminations. 

Tile  secretion  of  the  urine  is  often  arrested  immediately  on  the 
injection  of  adrenaline  and  is  then  considerably  augmented.  This 
appears  to  be  due  to  the  vascular  action,  the  renal  vessels  being  con- 
stricted at  first  hut  relaxing  sooner  than  those  of  the  other  organs; 
the  flow  of  bhx>d  through  the  kidney  is  thus  reduced  at  first  and  the 
urinary  secretion  falls  or  stops  altogetlier;  then  an  abnormally  large 
flow  occurs  from  the  renal  vessels  dilating  while  the  blood-pressure  is 
still  high,  and  more  urine  is  secreted  accordingly. 

There  is  some  reason  to  believe  that  the  injection  of  adrenaline  may 
stimulate  the  suprarenal  glands  to  secretion  through  acting  on  the 
sympathetic  terminations  in  the  glands,  but  this  has  not  been  con- 
clusively established. 

The  glycogenic  function  of  the  liver  is  disturbed  by  the  presence  of 
excess  of  adrenaline  and  the  result  is  an  unusual  hydrolysis  of  glycogen 
and  an  unusual  amount  of  sugar  in  the  blood  and  tissues,  which  may 
give  rise  to  glycosuria.  This  is  not  generally  seen  when  a  single  intra- 
venous injection  is  made*  apparently  because  the  action  is  too  sliort; 
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but  it  may  be  induced  by  the  prolonged  intravenous  infusion  of  dilute 
adrenaline  solutions,  and  very  frequently  arises  from  the  sul>cutaneous 
injection  of  larjje  amounts.  This  accelerated  breaking  down  of  gl^'cogen 
appears  to  arise  from  adrenaline  stimulating  the  terminal  mechanism 
of  the  sympathetic  nerves  h\  the  liver  that  control  the  glycojjenic  func- 
tion. The  action  is  thus  of  the  same  character  as  that  in  other  organs 
and  perhaps  differs  only  in  being  slower  and  thus  requiring  a  longer 
period  of  action  than  is  necessary  to  induce  obvious  changes  in  the 
bloodvessels  and  unstriated  muscle.  The  statement  b  sometimes  made 
that  the  glycosuria  does  not  occur  after  adrenaline  in  animals  in  wtiich 
the  thyroii]  glands  have  been  excised  previously^  but  this  is  not  generally 
correct;  the  glycosuria  is  not  a  constant  feature  after  adrenaline  even 
in  normal  animals,  and  inferences  from  its  absence  ought  to  be  drawn 
only  with  the  grestest  reserve.  The  disturbant^e  of  the  circulation  in 
the  liver  causes  a  large  escape  of  the  plasma  from  the  blood  and  blood- 
counts  therefore  show  an  unusual  number  of  retl  cells  to  be  present 
(I. am  son). 

Adrenaline  thus  acts  in  the  same  way  as  stimulation  of  the  sj-rnpa- 
thetic  nerves  and  is  held  to  induce  its  effects  by  stimulating  the  mechan- 
ism lying  between  the  nerves  and  the  muscle^  It  obviously  does  not 
act  on  tiie  contractile  muscle  itself,  for  some  involuntary  muscle  con- 
tracts under  it  while  in  other  organs  it  relaxes.  Ajid  it  is  found  that 
under  ergotoxine,  an  alkaloid  which  antagonizes  the  action  of  adrenaline 
in  some  organs,  the  muscle  remains  active  though  the  receptor  on  which 
adrenaline  acts  is  paralyzed.  AdrenaUne  therefore  does  not  act  on  the 
contractile  mechanism  of  muscle.  On  the  other  hand  it  does  not  act 
on  the  anatomical  nerve  enda^  for  after  these  have  degenerated  and 
disappeared,  the  usual  effects  of  adrenaline  are  elicited  by  its  injection. 
It  is  obvious  that  the  action  is  exercised  on  some  substance  intermediate 
between  the  nerve  and  the  contractile  material  of  muscle  and  this 
has  been  termed  the  "myoiieural  junction." 

Adrenaline  injected  intravenously  acts  in  very  small  quantities^ 
mg.  often  sufficing  to  rai.se  the  blood-pressure  in  the  dog.  The 
effect  is  of  very  short  duration,  but  it  may  be  repeated  indefinitely  by 
fresh  injections,  and  this  is  generally  agreed  to  be  due  to  the  rapid 
destruction  of  adrenaline  in  the  tissues.  Elliott  states  that  this  destruc- 
tion takes  place  more  rapidly  in  those  organs  in  which  adrenaline  acts 
strongly  than  in  others,  and  it  certainly  is  not  destroye^l  in  the  blood- 
plasma.  When  the  blood-pressure  regains  its  normal  level  after  an 
injection  of  adrenaline,  none  of  the  alkaloid  can  be  detected  in  the 
blood  or  tissues,  the  whole  having  undergone  oxidation,  Straub  classes 
a<lrenalin  among  the  "potential"  poisons  and  holds  that  it  acts  only 
in  the  process  of  permeation  into  the  cells  winch  are  afVci'ted  by  it; 
when  it  has  reachetl  the  interior  it  is  at  once  destroyed  and  the  action, 
therefore,  lasts  only  as  long  as  tliere  is  adrenaline  in  the  blood  in  excess. 
A  new  injection  by  increasing  the  concentration  in  the  hlood  causes 
further  permeation  into  the  cell  and  renews  the  action. 

Adrenaline  applied  locally  induces  such  vaso-constriction  that  it  is 


only  slowly  absorbed;  and  it,  therefore,  has  only  local  effects  when 
it  IS  given  by  tlie  mouth.  Injected  hypodennically  it  causes  local 
ischEemia*  but  no  further  effects  except  in  enormous  doses.  In  par- 
ticular the  blood-pressure  is  seldom  increased  by  this  method  of 
administration;  injected  intramuscularly  it  seems  to  have  rather  more 
general  effect  and  the  blood-pressure  often  rises,  though  not  invariably. 

Animals  are  poisoned  by  large  amounts  injectetl  hypmlermtcally, 
and  even  smaller  quantities  induce  glycosuria  and  diuresis.  Larger 
quantities  cause  prostration,  collapse  and  paralysis  of  the  central  nervous 
/stem,  ending  in  failure  of  the  respiration  and  cedema  of  the  lungs. 
Similar  symptoms  arise  from  the  intravenous  injection  of  very  large 
quantities,  but  here  the  effects  of  the  very  high  blood-pressure  are  also 
in  evidence  in  numerous  hiemorrhages.  The  intravenous  injection  of 
adrenaline  in  the  rabbit  often  leads  to  atheromatous  degeneration  of  the 
aorta,  apparently  from  the  strain  caused  by  the  high  arterial  pressure; 
it  does  not  occur  in  other  animals. 

Preparations. — Extracts  were  at  first  made  froln  the  fresh  glands^ 
but  soon  the  dried  glands  were  introduced— iSwprarCTiafwm  siecum 
(U,  S.  P.) — and  a  watery  solution  made  from  these  may  be  used. 
The  active  principle  has  been  put  on  the  market  under  the  name  of 
ADRENALINE,'  and  this  has  almost  entirely  supplanted  the  cruder 
preparations. 

ADRENALmiTM  (B.  PJ,  CbHuKOs,  a  light  brown  or  nearly  white 
powder  very  slightly  soluble  in  water;  it  may  be  obtained  from  the 
suprarenal  gknds  of  animals  or  may  be  formed  sj^ithetically, 

LiQVOR  Adrexalini  H yduochloricus  (B.  p.),  a  one  per  1000  solu- 
tion with  sodium  chloride  (0.9  per  cent.),  chloroform,  and  hydrochloric 
acid.    Dose,  10-30  rnins. 

Synthetic  adrenaline  has  been  introduced  under  the  name  svprarenim 
and  has  the  same  action  as  the  natural  base.  Several  other  nearly 
related  substances,  such  as  epinine  {C*Hi(OH)s.CHi,CH2NHCH4),  have 
effects  similar  to  adrenaline,  but  none  of  them  are  so  active. 

Therapeutic  Uses. — Disease  of  the  suprarenal  gland  leads  to  a  series 
of  symptoms  known  as  Addison's  disease,  and  it  was  hoped  that  the 
extract  of  tlie  gland  might  coimteract  this  condition  by  supplying 
the  substance  whose  deficiency  induced  the  symptoms.  As  a  matter 
of  fact,  however,  no  success  has  attended  its  use  for  this  purpose^  and 
the  failure  may  perhaps  be  due  to  the  method  of  application,  for  it  has 
been  shown  repeate<lly  that  the  characteristic  effects  of  adrenaline 
cannot  be  elicited  by  its  administration  by  the  mouth  or  subcutaneously. 
It  is  possible  that  adrenaline  might  prove  beneficial  if  it  could  be 
brought  into  the  blood  du^ectly,  but  this  is  quite  impossible  in  a  chronic 
condition  such  as  Addison's  disease. 

Its  general  action  on  the  circulation  may  be  induced  in  such  emer* 
gencies  as  heart  failure  or  shock*  in  which  its  powers  of  restoring  the 
circulation  have  been  proved  both  in  animals  and  in  man;  it  is  to  be 

'  Otb^r  namea  ftpplicd  lo  this  mibBbutt«  ore  odreDine,  suprurenmlitie,  va«ocon«trieLinc, 
fednephrine,  supracapautiae,  beiDoctuiiM. 
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borne  in  mind  tlmt  adrenaline  may  tend  to  cause  fibrillation  of  the 
ventricle.  In  order  to  elicit  this  action,  the  drug  must  be  injected 
intravenously.  Given  by  the  mouth  it  has  no  effect  on  the  bJood- 
pressure  or  heart;  rJ-jfA  g^-  injected  bypodermically  may  some- 
times increase  the  blood- pressure  and  strengthen  the  heart,  but  has 
generally  no  effect  except  the  local  ischfemia;  when  Injected  intra- 
muscularly, this  amount  often  induces  a  marked  rise  in  pressure,  begin- 
ning in  about  four  minutes  and  lasting  15-45  minutes.  In  inaccessible 
haemorrhage,  lis  intravenous  injection  migiit  conceivably  constrict  the 
vessels  and  permit  of  the  formation  of  a  clot,  but  the  great  rise  of 
pressure  would  tend  to  increase  the  hiemorrliage,  and  its  use  is  therefore 
hazardous  and  has  generally  been  found  inefficacious. 

The  great  use  of  suprarenal  preparations  is,  however,  due  to  its 
local  effects  on  the  vessels.  No  other  body  is  known  which  induces 
such  complete  contraction  of  the  vessels  in  any  part  to  which  it  is 
applied,  and  in  addition  suprarenal  extract  has  only  local  effects,  unless 
it  is  injected  into  the  blood.  Complete  bloodlessness  of  a  part  may 
thus  be  elicited  without  alteration  of  the  general  blood-pressure,  and 
in  fact  without  any  appreciable  effect  upon  other  parts  of  the  body. 
This  local  ischiemia  has  been  largely  employed  to  allow  of  bloodless 
operations  on  the  eye  and  to  remove  congestion  of  the  conjunctiva 
from  various  causes*  It  is  often  administered  with  cocaine  in  opera- 
tions on  the  eye  (1  of  adrenaline  solution  in  10).  In  congestion 
of  the  nasal  mucous  membrane  and  in  operations  on  the  nose  it  ia 
also  used  extensively  and  with  much  success;  the  1  per  raille  solution 
may  be  sprayed  into  the  nose,  or  cotton  soaked  in  it  may  be  packed 
into  the  cavity.  In  cpistaxis  and  in  operations  on  the  nose,  the  hrem- 
orrhage  ceases  almost  completely  and  the  contraction  of  the  mucous 
membrane  permits  of  a  clearer  view  of  the  field  of  operation.  Hay 
fever  is  often  relieved  by  similar  treatment  with  suprarenal  prepara- 
tions, A  solution  of  adrenaline  has  been  found  useful  in  hiemor- 
rhage  from  the  ear,  mouth,  and  throat,  and  in  controlling  haemorrhage 
in  operations  in  general  surgery. 

Griinbaum  first  suggested  its  administration  by  the  mouth  in  gastric 
Iiiemorrhage,  in  which  the  action  is  confined  to  the  mucous  membrane 
of  the  stomach.  Similarly  it  may  be  injected  into  the  rectum,  bladder 
and  uterus  in  congestion  or  hremorrhage  from  these  organs,  and  Schafer 
recommends  it  especially  in  post-partum  hjcmorrhage,  in  which  it  acts 
not  only  on  the  uterine  vessels  but  also  on  the  muscular  walls,  and 
arrests  the  bleeding  by  causing  a  tonic  contraction.  In  all  of  these 
cases  the  adrenaline  has  to  be  applied  directly  to  the  bleeding  organ. 
The  local  contraction  of  the  vessels  lasts  very  much  longer  than  that 
induced  by  intravenous  injection,  for  even  dilute  solutions  cause 
tschsemia  lasting  from  thirty  minutes  to  two  hours,  according  to  the 
rapidity  with  which  the  adrenaline  is  absorbed.  The  vessels  of  some 
organs  scarcely  contract  under  adrenaline,  and  no  benefit  is  to  be 
expected  from  its  application  in  hiEmorrhage  from  these;  spraying 
adrenaline  into  the  lungs  in  case  of  hcemoptysis»  for  example,  is  quite 


useless,  and  similarly  hcemorrhage  in  operations  on  tJie  brain  cannot 
be  controlled  by  It. 

The  constriction  of  the  vessels  in  a  part  to  whicli  adrenaline  is 
applied  retards  the  absorption  of  poisons  injected  with  the  adrenal  inei 
and  at  the  same  time  permits  of  their  exercising  a  more  marked  local 
effect.  This  fact  has  been  utiliEed  in  surgery  to  prevent  the  absorp- 
tion of  cocaine  and  to  intensify  its  local  action,  and  the  method  has 
been  attended  with  most  encouraging  results,  A  few  drops  of  the  1 
per  mille  solution  are  added  to  the  Schleich's  solution  of  cocaine,  and 
blanching  of  the  tissues  results;  instead  of  cocaine,  any  of  its  substi- 
tutes may  be  used  as  adrenaline  does  not  interfere  in  any  way  with 
their  action. 

The  hypodermic  injection  of  1-2  minims  of  the  liquor  sometimes 
^ves  relief  in  asthmatic  attacks  immediately;  it  is  difficult  to  explain 
how  this  bronchial  action  can  be  elicited  so  rapidly,  but  the  observation 
has  been  made  repeatedly. 
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Xn.  ERGOT. 

Ergot  is  a  parasitic  fungus  (Claviceps  purpurea)  which  grows  on  the 
rye  (Secale  cereale)  and  occasionally  on  other  kinds  of  grain;  more 
rarely  on  other  plants.  It  is  of  great  importance  in  therapeutics  and 
also  in  toxicology,  as  the  use  of  bread  and  meal  containing  it  has  fre- 
quently given  rise  to  widespread  epidemics. 

The  chemistry  of  ergot  has  been  the  subject  of  a  large  number  of 
investigations,^  but  the  active  principles  have  only  been  established  by 
the  recent  work  of  Barger,  Dale  and  their  co-workers,  who  have  isolated 

*  These  have  EcneraUy  rwulted  in  the  totnxluction  of  soizie  Buppoeed  aetive  conatitr- 
Uent,  but  none  of  thene  were  chemically  pure  and  the  nam^a  biive  now  only  bwtoricaJ 
iDtereai.  The  beat  kaown  of  (hc«  uimci  are  «cbo)ine,  oreDtine,  sphacelinJc  acid,  eoniu- 
tine,  cbirntoniM,  McaluiUixiDe.  aphaoelotoxiQB. 
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several  alkalcii<b  from  the  fundus.  One  of  these,  Erffotmine,  Cj^H^O^Nj, 
is  almost  inert^  but  its  h^itlrate,  Krgotoxine,  C^Fi^iOJ^^f  lias  a  powerful 
action  on  the  ti^ues.  Either  alkaloid  can  be  readily  transformed  into 
the  other,  and  this  may  explain  many  of  the  discrepancies  in  the  litera- 
ture of  the  subject.  Tyrajmne  or  Hydroxyphenyleihylamine^OW.Q^Wi,- 
CHjCHiNHj^  and  Ergamine  or  lilataviine  (/9-Iminazolylethylamine, 

 ^jj^^.CHj.CIIj.NHj)  along  wth  several  less  imjKjrtant  bases 

such  as  Isoamylavime  SiuA  Acetylcholine  sj^  aX^o  present  in  ergot.  Several 
of  these  bases,  tyramine,  ergamine  and  iaoamylamine  are  also  found 
in  putrefying  meat  and  are  derived  from  the  aminoacids^  tyrosLn, 
histidin  and  leucin,  by  tJie  loss  of  the  carboxj^l  group.  In  addition 
to  the  alkaloids,  ergot  contains  a  quantity  of  an  oil  and  other  inert 
substances. 

Ergot  has  rarely  given  rise  to  serious  Acute  Poisoninjf  in  man,  but 
ID  some  cases  in  which  it  was  taken  to  procure  abortion  the  s^Tnptoms 
consisted  in  collapse,  with  a  weak,  rapid  pulse>  tingling,  itching  and 
coldness  of  the  skin,  unquenchable  thirst,  vomiting  and  diarrhcea,  con- 
fusion or  unconsciousness,  hsemorrhage  from  the  uterus,  abortion  and 
often  icterus.  Ecchymoses  were  found  in  the  subcutaneous  tissues 
and  in  many  internal  organs.  Occasionally,  after  a  single  small  dose, 
gangrene  has  supervened  in  small  areas  such  as  the  toe-nails. 

Given  in  therapeutic  doses  ergot  has  generally  no  effect  except  in 
pregnant  womenj  in  whom  it  often  induces  contraction  of  the  uterus 
and  evacuation  of  its  contents.  In  some  cases  of  fatal  poisoning  no 
abortion  occurred* 

Chronic  Poiaoning  was  formerly  not  uncommon,  and  in  fact  fre- 
quently gave  rise  to  widespread  epidemics,  from  the  use  of  bread 
containing  ergot  after  poor  harvests  and  especially  in  wet  seasons. 
Of  late  years  these  epidemics  have  become  rare  except  in  Russia,  but 
some  of  the  "plagues"  of  medieeval  Europe  may  have  been  due  to 
ergot  poisoning. 

The  symptoms  of  ergotism  are  sharply  divided  into  two  groups: 
those  of  gangrene  and  those  of  nervous  disorders.  In  some  epidemics 
both  the  gangrenous  and  the  convulsive  forms  are  present,  but,  as  a 
general  rule,the  epidemics  in  Western  Europe,  were  almost  exclusively 
gangrenous  in  type,  while  in  Eastern  Europe  the  convulsive  form  almost 
invariably  prevailed.  The  gangrene  is  generally  developed  in  the  limbs, 
especially  in  the  fingers  and  toes;  sometimes  the  whole  arm  or  leg 
becomes  cold  and  anaesthetic,  dark  in  color,  and  then  dry,  hard  and 
shrunken,  and  falls  off  with  little  or  no  pain  and  no  hsemorrhage.  Symp- 
toms of  such  severity  are  rare,  liowe\'eri  and  in  milder  cases  only  the 
skin  necroses.  Gangrene  of  internal  organs  also  occurs,  resulting  in 
cataract  in  the  lens  of  the  eye,  or  ulcers  in  the  bowel  and  stomach,  and 
sometimes  affecting  a  whole  organ  such  as  a  lung  or  the  uterus.  Abortion 
is  seldom  mentioned  in  the  accounts  of  chronic  ergot  poisoning,  and 
pregnancy  seems  in  many  cases  to  have  run  its  ordinary  course. 

In  spasmodic  ergotism  the  first  symptoms  are  depression*  weak- 
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nesa  and  drowsiness,  often  with  headache  and  giddiness^  painful 
cramps  in  the  limbs  and  itching  and  formication  of  the  akin.  In 
severe  cases  paroxysmal  convniJsions  set  in,  generally  clonic,  and  often 
epileptiform,  but  leaving  as  sequela?  contractures  in  the  limbs,  or  less 
often  in  the  trunk  muscles.  Some  intellectual  weakness  often  follows 
recovery  from  ergot  poisonuig,  this  not  infrequently  amounting  to 
complete  dementia^  but  the  disease  was  immediately  fatal  in  a  large 
proportion  of  cases  in  earlier  times. 

In  mammals  treated  with  ergot,  restlessneaSj  salivation,  sometimes 
vomiting  and  purging  have  been  observed.  Depression  and  weakness, 
ataxia  and  clonic  con\Ti]sions  follow  on  larger  doses,  which  prove 
fatal  by  paralyzing  the  respiratory  centre.  Gangrene  is  common  in 
the  pig,  in  which  the  ears,  the  extremities,  and  patches  of  the  skin  of 
the  trunk  become  dry  and  hard,  and  finally  fall  off.  Extravasations 
of  blood  into  the  stomach  and  bowel  and  other  organs  have  frequently 
followed  the  exiubition  of  ergot  in  maoitnals.  In  pregnant  animals 
abortion  is  often  induced,  but  not  invariably,  even  when  very  large 
doses  are  given. 

In  fowls  a  characteristic  train  of  symptoms  is  induced,  and  these 
animals  have  frequently  been  used  as  tests  for  the  activity  of  ergot 
preparations*  The  cock  becomes  drows}'  and  dyspnoeic,  and  the  comb 
and  wattles  become  dusky  purple  in  color.  Vomiting  or  purging  may 
follow  and  a  curious  ataxia  is  observed,  the  animal  swaying  to  and  fro 
and  evidently  maintaining  its  balance  with  difficulty,  After  large  or 
repeated  dos^  the  comb  becomes  dry  and  harti  and  falls  off,  and  a 
similar  gangrene  may  attack  the  !egs»  tongue,  or  wings.  The  animal 
refuses  food  and  becomes  weak  and  somnolent,  but  may  recover  if  the 
treatment  be  stopped. 

The  gangrene  of  ergot  poisoning  arises  from  the  prolonged  con- 
striction of  the  vessels  by  the  ergotoxine.  It  is  uncertain  which  principle 
induces  the  spasmodic  form,  but  it  is  not  unlikely  that  this  also  arises 
from  ergotoxine  acting  in  poorly  nourished  individuals. 

Action-— The  action  of  ergot  in  the  living  organism  has  only 
recently  been  elucidated  by  the  admirable  experimental  work  of  Dale, 
and  is  due  to  the  ergotoxine,  tyramine  and  ergamine.  The  first  two 
of  these  resemble  adrenaline  in  some  of  their  effects,  and  like  it  act  on 
the  myoneural  junctions  of  the  true  sympathetic  nerves.  But  while 
adrenaline  stimulates  these  junctions  indiscriminately  whether  they  are 
motor  or  inhibitory  in  character,  tyramine  appears  to  affect  the  motor 
ones  more  than  the  inhibitor)^  while  ergotoxine  does  not  act  on  the 
inhibitory  junctions  at  all.  And  ergotoxine^  while  stimulating  the 
motor  myoneural  junctions  in  small  doses,  paralyzes  them  in  larger 
amounts.  These  bases  are  much  less  powerful  than  adrenaline,  but 
their  effects  last  longer  and  can  be  elicited  by  hypodermic  injection 
or  even  by  administration  by  the  mouth.  T>Tamine  is  probably  of 
less  importance  in  the  action  of  ergot  than  ergotoxine,  which  along 
with  ergamine  is  resfKjnsibie  for  the  chief  effects  of  the  drug,  Ergamine 
differs  from  the  other  bases  in  acting  not  on  the  nerve  junctions,  but 
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on  the  uiistriated  muscle  cells  directly,  and  its  action  vaiies  consider- 
ably in  different  species  of  animals  and  even  in  different  organs  of  the 
same  aiiinial. 

Circulatian« — Erj^otoxine  or  tyraraine  injected  intravenously  causes 
an  abrupt  rise  in  blood -pressure  which  is  obviously  due  to  action  on  the 
peripheral  vessels,  for  it  occurs  after  section  of  the  splanchnic  nerv^es» 
and  13  accompanied  by  constriction  of  the  vessels  of  the  abdominal 
cavity  and  the  limbs,  as  may  be  shown  by  oncometer  and  plethysmo- 
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Tig^XTPA  illufltratitig  the  effects  of  ergoloxtoc  od  the  blood-presBure  (Dale).  la  A  the 
injection  induces  a  riae  of  blood-prcBaurc  (B,P,)  with  coiiBtrictiou  of  the  vt'aaels  of  the 
leg.  In  B  a  large  doae  of  ergoloxiae  bad  been  injcpted  previouflly,  and  sdrenalino  injected 
at  thD  puiat  indicabKl  now  causea  a  fall  of  btood-preaaure  with  dilntatioD  af  the  inttt- 
tinal  vesaela. 


graphic  records  (Fi^.  35,  A).  The  heart  Is  often  accelerated  at  first  and 
tlien  slowed,  partly  from  the  vagus  centre  being  stimulated  by  the 
high  blood-pressure  and  partly  by  a  direct  action  on  the  heart  muscle. 
Sometimes  the  slowing  of  the  heart  may  be  so  marked  as  to  lower  the 
blood-pressure  and  thus  to  conceal  the  effects  of  the  vaso-constriction 
on  the  tracing. 

The  rise  in  pressure  is  to  be  ascribed  to  stimulation  of  the  constric- 
tor nerve  terminations  in  the  vessel  walls  and  is  strictly  analogous  to 
that  observed  under  adrenaline.  The  extent  to  which  it  is  developed 
varies  in  different  animals^  being  well  marked  in  the  cat,  dog  and 
fowl  and  observed  only  with  difficulty  in  the  rabbit  and  monkey. 
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The  effects  of  ergamine  on  the  vessels  vary  in  different  animals;  in  the 
dog  and  cat  it  causes  a  profound  fall  in  blood-pressure  from  dilatation 
of  the  peripheral  vessels,  while  in  the  rabbit  it  tends  to  constrict  them. 
In  both  cases  the  action  is  a  direct  one  on  the  vessel  walls,  but  it  is  un- 
certain whether  the  neuromuscidar  apparatus  is  affected  or  the  muscle 
alone.  The  vessels  of  the  cat  and  dog  perfused  with  Ringer's  solution 
contract  under  ergamine,  thus  reversing  their  behavior  in  the  intact 
animal.  And  some  of  the  vessels,  notably  those  of  the  lungs  and  of  the 
heart,  are  constricted  by  ergamine  when  it  is  injected  intravenously 
and  circulates  in  the  blood. 

Fia.  36 


 I  .  ■  1  1  ^  ■  t  I  f  ^  ■  ■  t  ■  1  .  4  ■  ■  .  I  I  I  


The  action  of  ergamine  on  the  blood-preeaure  (BJ*.)  and  on  the  volume  of  the  intes- 
tine and  kidney  in  the  cat.  The  injection  caueee  a  marked  fall  in  the  Mood-pwure  whidi 
la  due  to  dilatation  of  inteatinal  veaeb.  The  kidney  ireeMfa  are  oonstrioted.  (Dale.) 

The  effects  of  ergot  or  the  blood-pressure  vary  according  to  the 
relative  amount  of  bases  present.  If  ergotozine  and  tyramine  are 
present  in  large  amounts,  the  blood-pressure  rises,  while  if  ergamine 
predominates,  it  may  fall,  at  any  rate  in  some  animak.  As  a  general 
rule  it  first  falls  rapidly  and  deeply  and  then  rises  to  slightly  above  the 
normal. 

Tyramine  constricts  the  vesseb  when  it  is  applied  locally,  but  ergo- 
toxine  has  less  effect.  The  absorption  is  not  so  mudi  retarded  as 
by  adrenaline  therefore,  and  ergot  action  may  thus  be  elicited  by 
hypodermic  or  by  oral  administration  of  the  drug. 

The  heart  is  not  acted  upon  so  strongly  as  the  vessels  by  the  ergot 
bases.  Tyi'^i^i"^  affects  it  in  exactly  the  same  way  as  adrenaline,  and 
ergotoxine  and  ergamine  strengthen  the  contractions  and  slow  the 
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rhythm  in  some  degree;  it  is  uncertain  how  far  this  arises  from  direct 
action  on  the  cardiac  muscle  and  how  far  the  accelerator  terminations 
are  involved.  Crude  ergot  preparations  generally  slow  and  strengthen 
the  heart  when  injected  intravenously;  sometimes  a  muscarine  action 
is  induced  hy  the  presence  of  acetylcholine.  The  terminations  of  the 
inhibitory  nerv^es  of  the  heart  are  not  paralyzed  or  weakened  La  auy 
way  by  ergot- 

Sfeomacli  and  Intestine. — Ergotoxine  in  small  doses  has  little  effect 
on  the  movements  of  these  organs,  while  ergamine  causes  rapid  peris- 
taltic contractions  from  direct  action  on  the  unstriated  muscle;  tyra- 
roine  tends  to  arrest  all  movement  in  the  same  way  as  adrenaline  by 
stimulating  the  terminations  of  the  inhibitory  sympathetic  neurons; 
under  ergot  vomiting  and  diarrhoea  often  occur  in  animals,  probably 
from  the  action  of  ergamine;  in  man  the  action  on  the  digestive  organs 
is  seldom  noticeable. 

The  Fupdl  undergoes  a  powerful  constriction  when  ergot  is  injected 
intravenously^  sometimes  after  a  momentary  dilatation.  This  con- 
striction is  not  affected  by  atropine  and  arises  from  the  direct  action 
of  ergotoxine  on  the  muscle  fibre.  Tj'ramine,  like  adrenaline,  tends  to 
dilate  the  pupil  hut  is  not  present  in  sufficient  amount  to  withstand 
the  more  powerful  ergotoxine  effect,  Ergamine  constricts  the  pupil, 
apparently  from  some  central  action. 

The  Respiration  is  curiously  affected  hy  ergamine  in  the  guinea-pig 
and  rabbit,  in  which  it  induces  spasm  of  the  bronchial  muscle  and 
consequent  asphyxia;  the  lungs  are  found  fully  dilated  and  do  not 
collapse,  because  the  air  cannot  escape  through  the  narrowed  bronchi. 
This  action  on  the  bronchi  is  less  marked  in  other  animals,  and  asphyxia 
does  not  occur  in  them  from  this  cause. 

The  most  important  effect  of  ergot,  however,  is  exerted  on  the 
Uterus,  in  which  it  causes  a  powerful  contraction  which  lasts  for  a  short 
time  and  is  followed  by  a  slow  relaxation  interrupted  by  numerous  new 
contractions,  a  lasting  effect  on  the  irritability  being  induced.  All 
three  alkaloids  contribute  to  this  effect,  though  in  unequal  measure; 
thus  ergotoxine,  stimulating  the  motor  myoneural  junctions,  causes 
contraction;  ergamine  acting  directly  on  the  muscle  fibres  has  a  similar 
effect,  though  it  tends  to  cause  tonic  contraction  rather  than  alternate 
contraction  and  relaxation;  tyramine,  acting  on  both  motor  and 
inhibitory  Tierve  apparatus,  contracts  the  pregnant  uterus  in  all  animals, 
but  in  the  non-pregnant  cat  may  relax  it  if  given  alone;  given  along  with 
ergotoxine  and  ergamine,  however,  its  feeble  inhibitory  action  hardly 
comes  into  play. 

The  uterus  thus  reacts  to  ergot  in  a  way  precisely  analogous  to  the 
arterioles,  and  it  is  noteworthy  that  from  the  uterus  alone  any  very 
obvious  symptoms  are  elicited  by  therapeutic  doses.  For  the  alimen- 
tary tract  is  but  little  affected,  and  the  rise  of  blood-pressure  is  not 
easily  observable  in  the  circumstances  in  which  ergot  is  usually  exhib- 
ited. The  contraction  of  the  uterus  in  pregnant  animals  causes  the 
descent  of  the  foetus  towawl  the  os,  and  in  suitable  doses  ergot  induces 


BRGOT 


381 


abortion.  If  the  dose  injected  is  small,  the  rhythmic  contractions 
are  accelerated  and  strengthened,  or  if  the  uterus  is  at  rest,  ergot  may 
arouse  it  to  rhythmic  contraction.  As  the  dose  is  increased,  the  con- 
tractions become  more  powerful  and  last  a  longer  time,  until  with  a 
large  injection  the  uterus  may  contract  very  powerfully  and  remain 
in  this  position  for  many  minutes. 


Fig.  37 


Tracing  of  the  movements  of  the  uterus  under  ergot  injected  intravenously  at  the  point  £. 
Contraction  is  indicated  by  an  upward  movement  of  the  lever. 

The  secondary  paralyzing  action  of  ergotoxine  on  the  myoneural  junctions 
is  elicited  only  by  very  large  doses  and  does  not  occur  in  the  therapeutic  use 
of  ergot.  Very  large  -quantities  of  ergot  often  elicit  this  effect  in  experimenta, 
however.  This  paralysis  affects  only  the  motor  sympathetic  neurons,  while 
the  inhibitory  ones  are  left  unaffected  and  stimulation  of  a  mixed  motor  and 
inhibitory  nerve,  or  the  injection  of  adrenaline^  now  causes  inhibition  only. 
Thus,  after  a  large  dose  of  erg^toxine,  adrenalme  lowers  the  blood-pressure 
(Fig.  35,  B),  while  previously  it  incr^used  it  by  stimulating  the  constrictor 
nerve  ends;  these  are  now  unable  to  react  from  the  paralyzing  action  of  ergo- 
toxine,  but  the  dilator  nerve  ends  are  still  unharmed,  and  adrenaline  stimulat- 
ing them  dilates  the  vessels.  Adrenaline  also  acted  on  the  dilators  before  the 
ergotoxine  injection,  but  the  effect  of  this  stimulation  was  masked  by  the 
simultaneous  stimulation  of  the  more  powerful  constrictors.  The  same  reversal 
of  effect  by  erj^otoxine  is  seen  if  the  splanchnic  nerves  be  stimulated.  The 
accelerator  cardiac  fibres,  the  motor  splanchnic  fibres  to  th^  intestinal  sphincters 
and  bladder  and  other  similar  motor  sympathetic  fibres  are  similarly  paralyzed 
by  ergotoxine  in  large  doses,  and  stimulation  of  the  nerves  or  the.  injection 
of  adrenaline  has  now  no  effect  on  them.  The  fibres  from  the  cranial  and  sacral 
ner\'cs,  however,  are  uninjured.  Similarly^  stimulation  of  the  cervical  sym- 
pathetic no  longer  dilates  the  pupil  or  elicits  salivation  in  ergotoxine  poison- 
mg  because  the  connection  with  the  muscle  and  glaixl  is  broken,  but  the  motor 
oculi  and  chorda  tympani,  being  cranial  ner\'es,  reniuin  normal.  Both  motor 
and  inhibitory  nerves  of  the  uterus  are  Qjrmpalhetic.  and  ergotoxine  in  large 
amounts  paralyzes  the  motor  while  leaving  the  inhibitory  intact:  stimulation  of 
the  hypogastric  nerve  or  adrenaline  now  causes  inhibition  and  relaxation. 


ZS2  SUBSTANCES  ACTING  AFTER  ABSORPTION 


Prepajutions, 

U  S.  p. — Erfot&r  ergot  of  rye,  the  acierotium  of  Claviceps  purpurea  replacing 
the  grain  of  rve.  When  more  than  one  year  old,  it  \s  unfit  for  use, 
Exiracium  'ErgoUs,  0.25  G.  (4  gra.)- 
Fluidextractum  Erqot-Sj  2  mils  (30  miDa.)- 

B.  P. — ^ErffO^i  the  BClerotium  of  Claviceps  purpurea,  originating  in  the  ovaty 
of  Secale  cereale.   It  should  not  be  used  if  more  than  a  year  old,  15-60  gra. 
Extradum  Ergota  (Ergotin),  2-8  gra. 
ExTRACTiTM  EhgotwE  LiQutDUM,  10-30  mlns. 

iNJJCCTiO  Erqot^  rirpoDERMiCA,  ^-10  mias,  (subcutaneously).  It  contatiis 
1  part  of  the  extract  in  3  parte  of  water  and  should  be  freshly  prepared* 

The  fluid  or  liquid  extracts  and  the  hypodermic  injection  are  the  best  of 
the  preparations.  A  very  large  number  of  preparationa,  such  as  ergotin,  ergo- 
tinic  acid,  sclerotinic  acid,  comutine,  etc.,  are  simply  more  or  less  puiiiied 
CKtracts  and  have  no  advanta^  over  the  pharmacopoeial  preparations. 

The  pure  alkaloids,  ergotojcine  phosphate,  tyramine,  and  ergaminef  h&ve 
been  put  on  the  market  and  are  used  to  a  limited  extent,  and  a  solution  of  all 
three  is  also  aviulabie  under  the  name  of  ernuiine. 

The  crude  preparationa  vary  greatly  in  activity  and  appear  to  deteriorate 
rapidly  on  keeping.  At  present  they  can  be  standardijied  only  by  comparing 
their  activity  on  the  uterua  or  blood-pressure  of  animals  n-ith  that  of  a  standard 
preparation  or  with  that  of  the  alkaloids. 

Therapeutic  Uses, — Ergot  is  used  very  largely  in  obstetrics  to  pro- 
mote the  contraction  of  the  uterus,  but  considerable  divergence  is  met 
with  in  the  views  of  different  authorities  as  to  the  special  indications 
for  its  exiiibition.  Thus,  those  who  believe  that  ergot  increases  the 
irritability  of  the  uterus  and  produces  rhythmical  contraction  without 
tetanus,  advise  that  it  be  given  whenever  the  pains  seem  insufficient, 
and  more  especially  when  this  occurs  in  the  later  stages  of  labor. 
Others  are  possessed  with  an  exaggerated  apprehension  of  the  pro- 
longed uterine  contractions,  which  they  consider  delay  labor  and  tend 
to  cause  asphyxia  in  t1ie  child,  and  therefore  advise  that  ergot  be  used 
only  to  preserve  the  uterus  in  a  contracted  condition  after  the  child 
and  j)lacenta  have  been  expelletl.  In  every  ease  the  attendant  should 
of  course  satify  himself  before  giving  ergot  of  the  absence  of  all 
actual  impeciinaeiits  to  the  passage  of  the  child,  such  as  contracted 
pelvis,  abnormal  presentation^  or  great  rigidity  of  the  soft  parts,  and 
when  it  is  administered  before  the  head  emerges,  the  dose  ou^ht  to  be 
small,  as  otherwise  the  tonic  contraction  may  be  induced.  When  the 
head  is  about  to  emerge,  on  the  other  hand,  a  large  dose  may  be  given 
to  promote  the  permanent  contraction  of  the  uterus  and  thus  to  prevent 
post-partum  haemorrhage.  When  the  latter  has  once  set  in,  ergot  is 
of  leas  immediate  service,  as  it  is  slowly  absorbed,  ami  no  effects  foUow 
for  some  twenty  minutes  or  more.  Whenever  there  is  any  reason  to 
fear  that  weakness  of  the  uterine  contraction  and  luemorrhage  may 
set  in  after  the  expulsion  of  the  child,  ergot  ought  to  be  given  when 
the  heafl  emerges,  and  many  gynecologists  recommend  tliis  as  a  routine 
treatment. 

Ergot  hinders  post-partum  haemorrhage,  chiefly  by  promoting  the 
contraction  of  the  uterus.     In  other  forms  of  hBemorrhage — ^from  the 
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stomach,  intestines,  kidneys,  limg  or  uterus — in  which  the  bleeding 
point  cannot  be  reached,  it  is  often  advocated  in  the  belief  that  it  con- 
tracts the  walls  of  the  ve^els  and  thus  arrests  the  flow  of  blood. 
These  hemorrhages  so  often  cease  spontaneously  that  it  is  difficult  to 
estimate  the  value  of  any  remedyj  but  it  may  be  questioned  whether 
ergot  merits  its  reputation  in  these  cases.  There  is  no  reason  to  suppose 
that  a  more  intense  action  is  exerted  on  a  ruptured  vessel  than  on  the 
uninjured  ones  of  other  organs;  but  unless  this  is  the  case  the  use  of 
ergot  may  be  ratlier  harmful  than  remedial,  for  any  increase  in  the 
general  blood-pressure»  such  as  would  follow  the  contraction  of  the 
vessels  throughout  the  body,  must  increase  the  escape  of  blood  from  the 
injured  vessel  The  use  of  ergot  in  pulmonary  hfemor^hage  may  be 
taken  as  an  example:  here  ergot  contracts  the  vessels  very  distinctly, 
and  if  the  lesion  lies  beyond  the  part  of  the  vessel  which  is  contracted, 
that  is,  if  the  bleeding  is  capillary,  the  slower  circulation  may  be  bene- 
ficial; but  the  constriction  of  the  vessels  increases  the  pressiu-e  in  the 
arterioles,  and  if  the  bleeding  is  arterial  this  augmented  pressure  may 
actually  increase  \t.  Most  clinical  observers  doubt  the  efficacy  of  ergot 
or  any  other  vasoconstrictor  in  arresting  internal  hiemorrhage  except 
from  the  uterus,  and  some  advise  the  opposite  treatment  with  vaso- 
dilators to  reduce  the  blood-pressure  (see  Nitrite  group) »  The  essential 
treatment  is  rest  ivith  or  without  morphine.  In  these  cases,  as  in 
labor,  the  fluidextract  of  ergot  is  often  given  by  the  mouth,  but  this 
extract  or  the  special  preparation  of  the  B.  P.  is  sometimes  injected 
with  the  hj-podermic  needle.  It  is  irritant,  and  ought,  therefore,  to 
he  injected  deeply  into  the  muscle,  rather  than  into  the  subcutaneous 
tissues. 

The  effect  of  ergot  in  inducing  contraction  of  the  uterus  has  been 
used  in  the  treatment  of  subinvolution  and  of  myomata  of  that  organ; 
the  involution  of  the  uterus  certainly  seems  to  be  favored  by  it,  but 
the  results  in  tumor  are  more  ojjen  to  question.  In  any  case  the 
prolonged  treatment  of  this,  or  of  any  other  condition,  with  ergot  is 
to  bci  deprecated,  for  if  the  drug  is  active  at  all,  it  may  induce  gan- 
grene or  spasmodic  ergotism.  The  same  criticism  might  be  applied 
to  the  ergot  treatment  of  a  number  of  other  diseases,  such  as  aneurism, 
diabetes,  or  pneumonia;  and  in  addition,  it  does  not  seem  to  have  any 
greater  effect  in  these  than  many  other  less  dangerous  remedies,  which 
have  been  equally  vaunted  as  specifics,  and  have  been  found  equally 
valueless. 
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Xm  FITUITAAY  EXTBACT. 

Tlic  extract  of  the  pituitary  body  was  shown  b>-  Oliver  and  Schaefer 
to  exercise  a  pronounced  effect  when  it  was  injected  intravenously;  the 
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anterior  lobe  proved  devoid  of  this  action,  the  active  substance  appear* 
ing  to  occur  only  in  the  posterior  lobe  or  Infundibutum  and  in  the  inter- 
mediate tissue,  which  may  probably  l)e  regarded  as  its  seat  of  origin. 
The  nature  of  this  active  principle  is  stilJ  undetermined/  but  it  is  a 
comparativdy  simple  body  which  can  be  dialyzed  and  boiled  without 
losing  its  efficiency. 

Action. "The  administration  by  the  mouth  of  the  dried  gland  or  its 
extract  is  not  attended  with  any  obvious  result,  while  the  intravenous 
injection  of  the  aqueous  extract  causes  pronounced  effects  in  a  number 
of  organs^  es|>ecially  on  those  containing  involuntary  muscle. 

Circulation. — When  the  extract  is  injected  intravenously,  the  blood- 
pressure  rises  rather  slowly  and  remains  elevated  for  some  time*  The 
rise  is  sometimes  preceded  by  an  abrupt  fall,  but  this  is  probably  due 
to  some  impurity  and  not  to  the  essential  principle.  The  rise  in  pressure 
IB  due  to  constriction  of  the  peripheral  arterioles,  as  is  shown  b}"  the 
lessened  volume  of  the  organs.  And  as  this  constriction  occurs  after 
the  vaso-constrictor  nerves  have  been  divided  and  even  after  their  con- 
nection with  the  muscular  coats  of  the  arterioles  has  been  interrupted 
by  ergotoxine,  the  pituitary  substance  must  act  directly  on  the  muscle 
fibre.  The  rise  in  pressure  under  pituitary  extract  is  smaller  and  less 
abrupt  than  that  under  adrenaline,  but  it  is  maintained  longer.  The 
constrictor  action  on  the  vessels  may  be  showTi  by  perfusing  them  with 
saline  containing  pituitary  extract,  when  the  venous  outflow  is  at  once 
reduced.  All  the  arterioles  examined  appear  to  be  constricted  when  thus 
perfused,  but  in  the  body  they  vary  in  their  response,  some  being 
narrowed  more  than  others  and  the  renal  vessels  even  being  dilated. 

The  heart  is  generally  slowed  by  the  injection,  and  this  partly 
through  direct  action  on  the  cardiac  muscle,  and  in  smaller  part  from 
inliihitory  action;  the  slight  inhibitory  stimulation  may  p>erhapa  arise 
from  the  increased  blood-pressure  flooding  the  brain  and  arousing  the 
inhibitory  centre.  But  the  extract  also  slows  the  excised  heart  perfused 
with  Hinger*s  solution,  which  indicates  that  the  muscle  is  directly 
affected.  The  sudden  fall  of  blood-pressure  which  is  sometimes  observed 
immediately  after  the  injection  appears  to  be  due  to  this  cardiac 
depressant  action. 

After  the  blood-pressure  has  returned  to  its  normal  height,  a  second 
injection  of  pituitary  extra<*t  is  found  to  have  no  effect  or  a  much 
slighter  one  than  the  first,  the  vessel  walls  apparently  having  lost  their 
power  of  response  to  the  active  principle.  Or  the  blood-pressure  may 
fall  instead  of  rising,  owing  to  the  presence  of  depressor  substances 
in  the  preparation. 

Respiration,— Fiihuer  states  that  the  respiration  often  fails  immedi- 
ately after  the  injection  and  then  recommences  with  feeble  movements 

<  FC^hner  hw  recenUy  iuveBttiEHtod  ihc  sciiOQ  of  a  qumbcr  of  Bubatatic^B  obtuned  from 
th?  pxtrnct,  four  cf  which,  he  atates,  poASMa  thfi  action  of  the  gland  in  greater  or  leu 
d«fl;rc(^.  The  tteamiitlon  of  theae  aupiKM&d  native  pririMpJce  U  not  conviueinB,  howeyer, 
Hiiil  «tiKKL*Bts  thill  llicy  may  i^we  their  cfl'aeta  ta  Ihvir  each  being  ranLATninated  with  onv 
UliknowiL  mid  vcr^'  puwerful  Bubuiance. 
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which  increase  in  depth  and  then  gradually  diininkh  again.  This 
alternate  waxing  and  waning  of  the  respiratory  movementa  may  be 
repeated  several  times.  It  is  said  to  arise  in  part  from  constriction  of 
the  bronchi  and  in  part  from  the  changes  in  the  blood-pressure.  There 
is  no  reason  to  believe  that  the  respiratory  centre  is  affected  directly. 

The  Stomach  and  Inteatme  are  aroused  to  stronger  contractions  under 
pituitary  extract  and  their  tone  is  increased^  the  relaxation  being  much 
less  complete.   The  bladder  also  undergoes  similar  changes. 

The  Utenw  contracts  more  strongly  and  relaxes  less  completely  after 
pituitary  extract  (Dale),  and  this  change  differs  from  that  seen  under 
adrenaline  in  that  the  stimulating  action  occurs  in  all  animals,  whether 
pregnant  or  not,  and  therefore  cannot  be  attributed  to  action  on  the 
nervous  mechanism  but  must  arise  from  direct  muscular  effect.  This 
action  on  the  uterus  follows  from  the  hypodermic  as  well  as  from  the 
intravenous  injection  of  pituitary  extract,  and  b  more  marked  than  the 
motor  action  on  the  alimentary  tract. 


Fio.  38 


tiiinniinitinitntiUituntitttttmnintntnuinitmtiiiNiit 

CoDtrsctinn  of  the  idolated  utems  auspendcd  io  Hiae^r'A  sotutioc:  pituit&ry  oxtmct  wnii 

adricK]  al  P.  (Dale.) 

The  PopM  appears  to  vary  in  its  reaction  and  shows  no  very  marked 
change  as  a  general  rule;  in  the  excised  eye  of  the  frog  some  observers 
obtained  dilatation,  other  contraction;  in  the  rabbit  contraction  generally 
occurs, 

Kidney. — One  of  the  earlier  observations  was  that  pituitary  injection 
was  followed  by  a  profuse  secretion  of  urine,  generally  accompanied 
by  dilatation  of  the  renal  vessels  and  an  increase  in  the  volume  of  the 
kidney.  It  is  still  undetermined  how  the  diuresis  is  effected;  the  increase 
in  blood-pressure  with  dilatation  of  the  renal  vessels  seems  sufficient 
to  explain  it  in  ordinary  cases*  but  diuresis  may  occur  without  any  rise  of 
pressure  and  also  without  dilatation  of  the  vessels,  and  it  1ms  been  ob- 
served in  some  cases  after  a  second  injection  which  depressed  the  circula- 
tion  rather  than  increased  it.  Schaefer  therefore  holds  that  the  pituitary 
extract  stimulates  the  renal  cells  to  increased  activity  and  tJiat  the 
25 
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dilatation  of  the  vessels  is  rather  the  result  than  the  cause  of  the  diuresis. 
The  diuresis  occurs  when  the  extract  is  administered  by  the  mouth  or 
hypodermically,  though  with  less  regularity  than  after  intravenous 
injection.  In  a  considerable  number  of  cases  glycosuria  sets  in  aftej 
an  injection;  it  is  unknown  whether  this  is  a  sequel  of  the  diuresis  or 
of  a  more  specific  action. 

Milk-secreticm. — One  unique  property  of  pituitary  extract  is  its  power 
of  increasing  the  secretion  of  the  mammary  glands.  No  other  drug 
approaches  it  in  this  galactagogue  effect.  The  rate  of  secretion  may  be 
increased  as  much  as  eighty  times  by  an  intravenous  injection  of  pitui- 
tary extract  and  Schaefer  states  that  even  the  glands  of  a  non-pregnant 
cat  may  be  induced  to  secrete  some  serous  fluid  under  its  influence. 
It  is  probable  that  pituitary  extract  does  not  actually  increase  the 
amount  of  milk  formed*  but  merely  causes  its  rapid  expulsion  by  arous- 
ing the  unstriated  muscle  of  the  gland  to  contract.  While  the  secretion 
is  increased  immediately^  the  total  amount  of  milk  per  day  is  not  aug- 
mented in  cows.  In  the  human  subject  pituitary  extract  injected 
intramuscularly  causes  tingling  in  the  breasts  and  then  free  secretion. 
The  extract  of  the  pituitary  of  birds  and  fishes  is  also  galactagogue  in 
mammals.' 

The  Central  Nervous  System  does  not  seem  to  participate  in  the 
action  of  pituitary  extract  except  after  very  large  doses,  which  are 
followed  by  some  somnolence  and  muscular  weakness. 

The  action  of  pituitary  extract  is  apparently  a  direct  one  on  the 
terminal  organs  in  each  csise  and  not  on  the  nervous  mechanism. 
The  faihire  of  a  second  Injection  to  induce  effects  comparable  to  the 
original  one  has  not  been  explained  in  any  way.  Tlie  most  typical 
effects  are  obtained  by  the  intravenous  injection  of  the  extract,  but 
subcutaneous  injection  also  elicits  them  in  a  less  marked  degree.  Little 
or  no  effect  follows  the  administration  of  the  gland  or  its  extracts  by 
the  mouth  except  more  or  less  marked  diuresis. 

General  Metaboliam.— The  effects  of  the  pituitary  extract  on  the 
metabolism  have  not  been  adequately  examined.  It  is  not  found  that 
the  growth  of  young  animals  is  materially  altered  by  its  administration 
with  the  food. 

The  Excretion  of  the  pituitary  principle  appears  to  be  slow  and  to  be 
performed  by  the  kidney. 

Preparations. 

Hypophysis  Sicca  {IT.  P.),  the  powdered  posterior  lobe  of  the  pituitary 
bodv  of  cattle,  is  a  yellowish  or  grayish  powder  only  partially  soluble  in  water. 
Dose  0-03  G,  gr.), 

IjIQUOR  HYPOFRT^iSf  a  solution  of  the  water-eoluhle  principles  of  the  fresh 
poBteHor  lobe  of  the  pituitary  body  of  cattle.  It  must  tre  aaaayed  biologically. 
(See  p.  45.)    Doae  1  niih  (15  rains.)* 

VariouH  extracts  of  the  posterior  lobe  are  on  the  market  under  the  names  of 
Pituitrin,  Infand  billing  Hypophysin,  Pituglandol  and  Hypophysin  sulphate, 

^  The  Qthtir  known  galncta^KUCS  are  extxftcU  of  the  corpus  lutaum,  pinenl  e'tvnd.  invoJ' 
uUug  uberua,  and  of  the  lactatiajt  mammary  gUnd  itself*  And  these  nto  less  powerful 
than  piLuttBiy  extract. 
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Th«iap«utlc  Uses. — Pituitary  preparations  have  been  extensively  used 
in  obstetrics  in  order  to  arouse  and  strengthen  the  contractions  of 
the  uterus.  The  effects  come  on  about  3-5  minutes  after  the  sub- 
cutaneous injection;  the  contractions  of  the  uterus  set  in  moderately 
but  increase  in  strength  and  the  interval  between  the  pains  is  shortened. 
The  contractions  themselves  are  of  shorter  duration  but  stronger  and 
in  some  instances,  at  any  rate,  the  relaxation  is  less  complete  between 
the  pains.  The  extract  b  used  chiefly  to  arouse  an  inert  uterus  but  has 
also  been  injected  after  delivery  in  order  to  prevent  post-partum  hsemor- 
rhage  by  inducing  contraction.  It  is  used  as  a  substitute  for  ergot  in 
short,  and  is  said  to  be  less  liable  to  cause  tonic  contraction  of  the  uterus, 
though  this  may  prove  to  be  erroneous  on  further  experience.  It  may 
be  injected  in  one  or  in  several  doses  and  as  much  as  3  mils  of  pituitrin 
has  been  used  without  injury- 

The  diuretic  action  of  pituitrin  is  less  available  for  clinical  use*  as  the 
repeated  injection  of  the  drug  is  scarcely  possible  and  it  has  little  effect 
when  given  by  the  mouth.  Its  effect  in  increasing  the  milk  secretion 
is  also  not  yet  made  use  of  in  medicine  and  the  same  objection  holds 
against  its  employment  for  this  purpose.  It  has  been  employed  in  some 
cases  of  shock  to  raise  the  blood-pre^ure.  It  seems  unlikely  to  be  of 
value  to  arrest  haemorrhage  owing  to  its  raising  the  blood-pressure. 

In  the  failure  of  the  intestinal  peristalsis  which  sometimes  follows  ex- 
tensive operation,  pituitary  extract  has  been  injected  with  good  results. 

Pituitary  extract  is  stated  to  have  been  beneficial  in  certain  forms  of 
atrophy  of  the  hypoph}'sis  and  in  symptoms  which  are  referred  to  a 
lowered  efficiency  of  the  gland.  Very  large  amounts  have  been  given 
in  some  of  those  cases  without  any  deleterious  effects.  Finally,  pituitary 
extract  has  been  used  to  lessen  the  excessive  secretion  of  urine  known  as 
diabetes  insipidus,  and  there  can  be  no  doubt  of  its  eflicaty,  though  no 
explanation  of  its  action  here  has  been  suggested. 

Other  Organic  Extracts  (Organotherapy)* 

In  recent  years  numerous  extr^icts  of  animal  organs  have  been  introduced 
into  therapoutics^  but  with  the  exception  of  the  preparations  of  the  aupra- 
renai,  pituitary,  and  thyroid  glaiida,  they  have  proved  disappoiotmcnts.  The 
theory  on  which  many  of  these  have  been  evolved,  showa  little  advance  upon 
the  belief  of  the  savage  that  the  courage  of  the  lion  may  be  acquired  by  eating 
the  animal's  heart,  and  the  clinica]  observations  which  have  been  cited  to  sup- 
port their  use,  have  generally  been  of  an  equally  primitive  order.  The  atrophy 
or  destruction  of  certain  organs  unquestionably  gives  rise  to  marked  and 
even  fatal  symptoms:  for  example,  removaJ  of  the  pancreas  is  followed  by 
diabetes,  atrophy  of  tho  suprarenal  bodies  leads  to  Addison's  disease,  and  cas- 
tration involves  certain  structural  changes  in  distant  organs.  But  id  none  of 
these  instances  can  these  sequehe  be  averted  by  the  use  of  the  extract  of  the 
excised  organs:  they  may  poems  internal  secretions,  but  these  cannot  be 
utihzed  in  therajjeutics,  possibly  t>ecaUBe  of  their  rapid  destruction.  Probably 
no  more  fruitful  source  of  quackery  exists  than  in  the  exploitation  of  these 
so-called  remodiea.and  among  them  all  the  extracts  of  the  testicles  and  ovaries 
stand  preeminent:  introduced  by  Brown-Scquiml  in  ]8J^9  on  insufficient  obser- 
vations, the  testicular  extract  hfia  been  emj)loyed  «s  a  s^irt  of  panacea,  which 
Among  other  qualities,  restored  to  age  the  fire  and  vigor  of  youth.  All  accurate 
observations  agree  that  this  extract  is  entirely  devoid  of  value  in  therapeutics. 
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Further  advance  is  to  be  looked  for  in  the  use  of  these  extracts,  but  can  only 
be  made  through  careful  observation  and  experiment,  whirh  alone  b&s  given 
m  the  useful  remedies  of  this  class  which  are  now  available.  The  indiscritni- 
nato  and  haphazard  use  of  these  organ-extracta  in  ev^ry  sort  of  disease  has  not 
led  to  any  progress  Id  the  past,  and  will  hardly  be  more  successful  in  the  future. 
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XVm.   HTDRASTINE  AND  HTDRASTININE. 

Hydrastine  is  an  alkaloid  which  occurs  in  Hydrastis  Canadensis  (Golden  Seal) 
along  with  two  other  alkaloids,  Berberijie  and  Canadine,  Hydrastine  <CHt,Oj- 
CHtNCHj.CioHiOi)  is  reudtly  decomposed  mto  Hydraslinine  (CHiOiCsHtNCHi] 
and  opianic  acid.  Chemically  hydrastine  \s  nearly  related  to  Narc4>tim  (CsiHir 
NOt),  oueof  the  opium  atkak»ids,  which  difTer^  from  it  only  in  the  poeaessioa 
of  another  methoxyl  group;  and  narcotine  can  also  be  decomposed  into  Coiamine 
(CijHn  NOi)  and  opiaiiic  acid,  cotarnine  differing  from  hydragtininc  again  only 
by  a  raethoxyl.  Another  opium  alkaloid,  Lfiudanosine ,  undcrgoeJ3  a  similar  decotn- 
poaition  and  the  resulting  alkaloid  htm  been  shown  by  Laidlaw  to  resemble 
nydrastiniae  in  action.  The  cfTeuts  of  the  three  original  alkaloids,  hydrastine, 
narcotine,  and  laudanoeiue  in  the  body  also  present  many  similarities. 

ActiOEU — Hydrastine  cavigen  in  frogs  an  increase  in  the  reflex  irritability  and 
eventually  tctaima  exactly  resembling  that  produced  by  strychnine^  and  like 
it  terminating  finally  in  paralysis. 

In  mammals  the  pulse  la  slowed  by  comparatively  small  quantities,  while 
somewhat  larger  doses  cause  general  feebleness,  tremor,  dyspncca,  and  inco- 
ordination in  the  movements.  Very  large  quantities  elicit  dome  and  then  tonic 
convulsions  and  tutanus,  during  which  the  respiration  ceases.  The  pulse  is 
slowed  at  first  from  stimulation  of  the  vagus  centre,  is  afterward  quickened 
from  its  paralysis,  and  still  later  becomes  slow  again  from  direct  action  on  the 
cardiac  muscle.  The  blood-pressure  rises  from  constriction  of  the  arterioles 
but  dfterward  fulls  from  the  weakness  of  the  heart.  Hydrastine  injected 
intravenously  arouses  the  uterus  to  eontractions,  which  are  sometimes  rhyth- 
mic in  eharac**r^  but  sometimes  assume  a  prolonged  tetanic:  form;  the  action 
is  a  local  otie,  for  it  also  occurs  in  the  excised  organ.  Hydrastine  is  excreted 
as  such  in  the  urine.  When  it  is  administered  for  some  time,  a  cumulative 
action  is  said  to  be  developed. 

Canadine  in  small  quantities  produces  depression  atid  drowsiness  followed 
hy  complete  recovery  without  further  sympt^ims.  In  larger  quantities  v. 
Bunge  found  that  it  caused  a  short  stage  of  excitement,  which  was  followed 
by  depression  anil  paralysis  of  the  centra!  nervous  system.  It  has  little  or 
no  effects  on  the  mammalian  circvdation  when  athninistered  in  ordinary  doses, 
but  very  large  quantities  cause  weakness  and  arrhythmia  of  the  heart.  Its 
injection  is  followed  by  violent  peristalsis  of  the  intestine  and  diarrhcea. 
Canadine  is  present  in  only  very  stiiall  quantity  in  the  Golden  Seal  and  has 
appnmiily  little  importance  in  therapeutics. 

Hydras tinine  difTers  frtjtn  hydrjk^tine  iu  causing  no  marked  disturbance  of 
the  centres  of  motion  and  feeling  save  in  enormous  doses,  which  pamlyKe  the 
nervous  system.  The  heart  is  slowed  and  strengthened  by  small  doses,  appar- 
ently from  direct  action  on  the  musclCj  and  the  output  is  increased.  This  causes 
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a  Bmalt  ri&e  in  Uie  blood-pr^ure,  and  another  factor  leading  to  the  same  result 
b  a  slight  coitstriction  of  the  arterioles  through  a  direct  actioti  on  the  muscular 
coats;  this  slight  constriction  \a  observed  also  on  perfusing  the  surviving 
organs.  The  actiou  on  the  blood-pressure  is  uot  very  marked  ^  however,  even 
when  large  doses  are  employed. 

The  most  importnnt  at^Uon  of  hydrastinine  is  that  on  the  uterus^  which 
increases  greutly  in  tone  and  often  contracts  rliythmicaUy  and  powerfully 
under  its  influence.  This  occurs  also  In  the  excised  organ  and  Is  due  to  a  direct 
action  on  the  uterine  muscle.  There  is  apparently  another  effect  due  to  stimu- 
lation of  the  ganglia  on  the  fibres  of  the  hypogastric  nerves  supplying  the 
uteroa,  for  in  the  non-pregnant  cat,  Laidlaw  ofoerved  an  inliibition  of  the 
organ  from  liydraatinine  which  could  be  removed  by  large  doses  of  nicotine. 
This  nervous  action  is  not  of  importance,  however,  in  the  pregnant  uterus  in 
which  hydrastinine  la  used  chiefly,  and  in  fact  would  here  reinforce  the  direct 
muscular  effect.  Archangelsky  states  that  a  10  per  cent,  solution  of  hydras- 
tinine  applied  locally  causes  dilatation  of  the  pupit,  which  reaches  its  maxiuium 
in  two  to  three  hours,  and  lasts  for  twelve  to  fifteen  hours, 

Cotaxnine  differs  from  hydrastinine  in  not  constricting  the  vessels  or  strength- 
enirig  tl^e  heart,  so  that  the  blood-pressure  falls  under  it.  The  action  on  the 
uterus  also  seems  rather  weaker.  The  base  obtained  from  laudanosine  resembles 
hydrastinine  exactly  in  action. 

Preparations. 

Hydrastis  (U.  S.  P,),  Hydrastis  Rhboma  (B.  P.),  the  rhizome  and  roots  of 
Hydrastb  Canadensis,  Golden  Seal,  containing  2.5  per  cent,  of  hydrastine 
CU.  S  P.), 

Ftuidextractum  Iludroitis  (U.  S.  P,)  (2  pereentO,  2  mils  (30  mine.). 
Tinrium  Hydrn^Us  (U.S.  P,,  B.  P,)  (0.4  per  cent.  (U.S.  mils  (60  mina.); 

H,  P  fl,dr 

HydToetirur  Hydrocidoridum  (U.  3.  P.)  ii  white  soluble  salt  with  a  bitter  tastej 
0,01  G.  (i  gr.}. 

Hydta^iimniB  H ydrochloridum  (U.  S,  P.),  0.03  G.  (5  gr.),  given  in  solution 
hypodermic  ally  or  by  the  mouth,  or  in  pills  or  tablets, 

CotaTfiiTKE  Hydrochloridum.  (U.  S.  P.)^  Stypticine,  Styptol,  a  yellow  crystalline, 
powder.   0.06  G,  (1  gr.). 

Ther&peutic  Uses.— Hydrastis  baa  been  used  as  a  stomachic  bitter  and  the 
large  quantity  of  berberine  contained  in  it  would  seem  to  give  it  a  place 
along  with  the  simple  bitters.  It  has  also  been  credited  with  some  obscure 
action  on  the  mucous  membranes  when  locally  applied*  through  which  it  is 
said  to  benetit  many  forms  of  catarrhal  inflammation;  for  this  purpose  the 
glyccrite  may  be  used.  Besides  various  conditions  in  which  its  use  was  attended 
by  doubtful  success,  it  has  been  used  in  haemorrhage  from  the  uterus;  but  for 
this  purpose  hydrastinine  ought  to  be  preferred,  as  it  acts  more  strongly  on  the 
uterus  than  hydrastine.  The  conditions  in  which  it  is  indicated  seem  to  be 
moderate  hamorrhage;  for  example,  hydraatiniue  is  of  value  in  eKceasive 
menstrual  flow,  while  in  post*partum  hemorrhage  it  seems  to  liave  httle  effect. 
Hydrasttne  and  hydrastinine  nave  not  attained  any  assured  position  iu  thera- 
peutics, for  at  best  they  can  only  be  considered  inferior  substitutes  for  ergot, 
which  has  a  much  more  decided  action  on  the  vessels  and  the  uterus.  Cotamine 
is  inferior  to  hydrastinine  and  might  be  dismissed. 
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XIX.    THE  NITRITES. 

The  nitrites  havp  a  pi:mf^rfiil  action  on  the  artefiegf  which  tliey  cauj 
to  flila.te  by  (let^resi^ilng  the  muscle  i  >f  tju-  Uf]|)s, 

Those  wliich  have  been^xaniined  more  carefully  are  the  Nitnte  of 
Sodium  and  the  Nitrous  Esters  of  the  methane  series*  especially  the 
Nitrite  of  Ami/l,  wliich  is  largely  used  in  therapeutics.  In  these  com- 
pounds the  radicle  — NO  is  attached  to  the  metal  or  alkyl.  through 
an  atom  of  oxygen*  the  fonnulse  being  Na — 0 — NO,  CHi — O — ^NO, 
CjHt — 0 — NO,  CfiHn— O— NO,  etc.,  and  the  ehief  constituent  is 
the  O — NO,  the  metal  or  radicle  being  of  less  importance.  A  cJosely 
allied  series  of  bodies  are  the  nitrates^  in  which  the  nitrogen  has  five 
valencies  and  is  connected  again  to  the  metal  or  radicle  by  oxygen, 
Na— O— NO,,  CHs— O^NOa,  CsHu— O—NOj,  etc.  The  metallic 
nitrates  differ  entirely  from  the  nitrites  in  their  effects  and  are  used 
as  tliuretics  (p.  297).  Some  of  tlie  Nifric  Esters^  however,  undergo 
reduction  when  brought  into  contact  witli  organic  matter,  and  nitrites 
are  thus  formed,  so  that  these  bodies  have  effects  very  similar  to  those 
of  the  true  nitrites*  and  have  to  be  discussed  along  with  them.  The 
best  known  of  such  nitrates  is  the  so-called  Nitroglt^cerin,  which  is 
really  the  trinitrate  of  glycerin,  (CHj{ONOj)CH(0NOs)CH,(ONO,)), 
and  is  broken  up  by  alkalies  into  a  mixture  of  nitrates  and  nitrites. 
The  nitrates  have  practically  no  action  in  the  small  quantities  given, 
so  that  almost  all  the  effects  of  nitroglycerin  are  due  to  the  nitrite 
formed.  Many  other  organic  nitrates  also  form  nitrites  in  the  tissues, 
but  none  of  them  with  such  rapidity  as  nitroglycerin. 

Two  which  have  been  used  to  some  extent  in  the  last  few  yeara  are  solids 
— Brythrtjl  TetrattitraU^  and  Monnilol  HexaniiraU.  They  act  much  more  slowly 
and  for  a  longer  time  than  nitroglycerin. 

Another  aeries  of  bodies  which  may  be  mentioned  as  occasionally  acting 
like  iiitriteSt  although  more  feebly,  are  the  uitro-bodiea.  In  these  tlie  oitrogen 
is  attached  to  the  alkyl  directly,  and  not  through  the  intervention  of  an  oxygen 
atom.  Examples  of  these  are  Nitroniethane,  HiC— NOt,  and  NitroethMie, 
CH> — CHt— NOi.  Their  action  is  so  feeble  aa  to  preclude  their  use  in  thora- 
peatics,  and  seems  due  to  the  — NOj  being  split  off  in  the  tissues. 

The  best  known  member  of  the  group  13  Amyl  Nitrite^  and  its  action 
will  first  be  described,  while  the  points  in  which  the  effects  of  the 
other  members  diverge  from  it  will  be  discussed  later. 

Symptoms. — After  the  inhalation  of  a  few  dro|)s  of  amyl  nitrite,  the 
face  becomes  fiushe<l,  and  the  patient  complains  of  a  feeling  of  fulness 
and  throbbing  in  the  head.  Some  headache  and  confusion  is  often 
present,  the  pulse  is  accelerated,  and  the  respiration  is  somewhat 
quicker  and  deeper.  The  flush  is  often  confined  to  the  face  and  neck, 
but  sometimes  spreads  over  the  whole  trunk,  and  passes  off  in  a  few 
minutes,  unless  the  inhalation  is  continued.  If  large  quanitites  of 
the  drug  be  inhaled  at  once,  however,  or  if  the  inhalation  be  continued 
for  some  time,  a  feeling  of  giddiness,  weakness  and  eventually  stupor 
follow,  the  pulse  becomes  slow,  while  the  respiration  still  remains 
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accelerated  but  i3  shallower  and  often  somewhat  irregular;  convulsive 
movements  may  occur,  but  in  general  large  quantities  may  be  taken 
without  actual  danger  in  the  human  subject.  The  hlocwj  is  said  to  have 
assumed  a  dark  color  in  some  eases,  but  this  seems  to  be  rare. 

Action:  Circulatioii, — The  flushing  and  dilatation  of  the  arterioles  of 
the  head  is  found  to  be  accompanied  and  followed  by  a  profound  fall 
in  the  blood-pressure  in  man  and  animals.  The  heart  is  accelerated 
at  the  same  timCr  and  therefore  is  not  responsible  for  the  change.  The 
cause*  as  has  been  repeatedly  demonstrated,  is  the  dilatation  of  the 
peripheral  vessels,  both  arterioles  and  veins  widening  very  considerably 
under  the  influence  of  the  drug;  the  vessels  of  the  abdominal  organs 
and  the  face  are  more  affected  than  those  of  the  extremities.  The 
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Tmeinii  of  the  blood -preasiire  (B.  Pj  and  inlfsLiiml  volume  ^.i.  V.)  id,  a  cat.  Auiyl 
pitrit«  WH  inhaled  nt  the  point  marked  with  an  ObiTOw.  The  blood-pressure  falls,  while 
thfl  volutae  risea  from  the  dUatioD  of  the  splnachoic  vewU. 

vasomotor  centre  is  not  concerned  in  the  widening  of  the  vessels,  for 
if  amyi  nitrite  is  allowed  to  pass  through  tlie  medulla  without  reaching 
the  peripheral  vessels,  no  fall  of  pressure  occurs.  And  stimulation  of  a 
constrictor  nerve  such  as  the  splanchnic  still  produces  some  rise  in  the 
blood-pressure*  so  that  the  nerve  terminations  seem  to  be  intact.  The 
seat  of  action  of  amyl  nitrite  is  therefore  the  unstriated  muscle  of  the 
arteries  and  veins.  No  satisfactory  explanation  has  been  offered  for 
the  fact  that  in  the  skin  only  the  vessels  of  the  head  and  neck  should 
be  dilated,  but  other  facts  seem  to  indicate  that  these  vessels  occupy  an 
exceptional  position  as  regards  their  innervation  and  their  reactions  to 
drugs.  Darwin  was  the  first  to  point  out  that  the  blush  of  amyl 
nitrite  corresponds  in  extent  with  the  blush  prwluced  by  emotion. 
This  blush  effect  seems  due  to  the  amy!  in  part,  for  other  amyl  esters 


induce  it,  though  none  to  the  same  extent  as  the  nitrite.  The  direct 
action  on  the  vessel  walls  may  be  easily  shown  by  passing  blood  into 
the  artery  of  the  amputated  extremity  of  an  animal,  and  measuring 
the  amount  coming  from  the  veins.  If  a  few  drops  of  arayl  nitrite 
are  added  to  the  perfused  blood,  the  outflow  from  the  vein  is  greatly 
increased,  although  here  no  nervous  mechanism  can  be  concerned. 

The  acceleration  of  the  pulse  is  more  marked  in  man  and  the  dog 
than  in  other  animals,  and  is  the  result  of  the  fall  in  blood-pressure 
which  induces  aniemia  of  the  brain  and  thus  depresses  the  tone  of  the 
inhibitory  cardiac  centre  and  probably  excited  the  accelerator  apparatus. 
The  coronary  arteries  of  the  heart  are  dilated  along  with  those  of  other 
parts  of  the  body. 

Large  quantities  of  amy!  nitrite  slow  and  weaken  the  contractions 
of  the  heart,  owing  to  a  direct  depressing  action  on  the  muscle.  In 
the  frog,  the  heart  is  usually  slowed  from  the  beginning  of  the  applica- 
tion. 

The  Reapiration  is  generally  accelerated,  and  at  the  same  time  ren- 
dered deeper  by  amyl  nitrite.  Nut  infrequently  the  breath  is  held  at 
first,  owing  to  a  reflex  from  the  nasal  mucous  membrane,  but  tliis  is 
not  so  marked  as  in  the  inhalation  of  more  irritant  vapors,  such  as 
chloroform  or  ether.  The  acceleration  is  the  result  of  the  fall  in  pressure 
lessening  the  supply  of  blood  to  the  brain  and  arousing  the  respiratory 
centre.  After  long  inhalation  the  respiration  becomes  slower  and 
shallower  and  in  animals  death  occurs  from  asphyxia-  The  walls  of  the 
pulmonary  vessels  are  less  affected  by  the  nitrites  than  those  of  the 
systemic  circulation.  The  bronchial  muscle  is  apparently  relaxed  by 
the  inhalation  of  amyl  nitrite  or  by  the  administration  of  other  members 
of  the  group  by  the  stomach,  for  relief  is  given  in  asthma,  An  old 
method  of  inducing  this  effect  is  by  burning  paper  impregnated  with 
saltpeter  and  inhaling  the  fumes,  which  contain  nitrite  formed  by  the 
reduction  of  the  nitrate. 

The  Kidneys  are  not  much  affected  by  this  series;  occasionally  a 
slight  increase  in  the  urine  is  observed,  at  other  times  a  decrease,  and 
after  large  quantities  anuria  may  occur.  These  effects  are  evidently 
due  to  the  changes  in  the  calibre  of  the  renal  vessels.  A  small  quantity 
may  widen  them  when  they  are  too  contracted  to  allow  of  the  maximal 
secretion,  while  on  the  other  hand,  if  the  normal  calibre  is  the  optimal, 
a  nitrite  may  lessen  the  secretion  by  lowering  the  general  blood-pressure. 
When  large  quantities  lower  the  pressure,  they  inevitably  lead  to  a 
l^ened  secretion  or  anuria. 

Small  quantities  of  amyl  nitrite  seem  to  have  no  action  whatsoever 
on  the  higher  parts  of  the  Central  Nervous  System,  The  throbbing  in 
the  head  and  slight  confusion  are  evidently  due  to  the  fall  in  general 
blood-pressure.  The  sight  is  curiousily  affected  in  some  people,  for 
when  a  dark  object  on  a  white  background  is  looked  at,  it  seems 
surrounded  by  a  yellow  ring  and  that  again  by  a  blue  one*  In  the 
beginning  the  medullary  centres  may  be  slightly  acted  on  reflexly  from 
irritation  of  the  nasal  sensory  terminations^  and  later  the  fall  in 
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blood-pressure  and  consequent  amemia  of  the  medulla  lowers  the  activity 
of  the  inhibitory  centre  for  the  heart  and  stimulates  the  respiratory 
and  vasomotor  centres.  The  spinal  cord  is  not  acted  on  in  mammals, 
but  is  depressed  in  the  frog. 

After  large  quantities  convulsions  are  often  observed;  these  seem  to 
be  of  cerebral  origin,  and  are  probably  due  to  the  circulatory  changes 
and  the  formation  of  methaemoglobin. 

The  Fenpheral  Nerrea  and  the  Muscles  are  unaffected  by  the  inhalation 
of  amyl  nitrite,  but  when  the  frog's  muscles  are  exposed  to  the  direct 
action  of  the  vapor,  they  undergo  a  slow,  passive  shortening  and  rigor, 
and  on  periodical  stimulation  the  contractions 
become  rapidly  weaker,  until  finally  no  response 
is  made  to  the  electric  shock.  Involuntary 
muscle  is  more  easily  affected  than  striated 
fibres  J  as  has  been  shown  by  the  behavior  of  •the 
intestine  and  ureters,  but  even  these  seem  less 
readily  paralyzed  than  the  muscle  of  the  vessel 
wallsi  the  depression  and  paralysis  of  which 
lead  to  the  fall  in  the  arterial  tension,  as  has 
been  already  stated.  The  nerve  terminations 
seem  to  be  unaffected  even  by  very  large 
quantities,  so  that  as  long  as  a  contraction  of 
the  muscles  can  be  elicited  by  direct  stimula- 
tion, it  follows  also  on  stimulation  of  the  motor 
nervCj  and  the  vagus  terminations  in  the  heart 
can  transmit  impulses  so  long  as  the  heart 
continues  to  beat.  The  Temperature  is  some- 
what lowered  by  the  nitrite  series,  owing  to 
the  dilatation  of  the  skin  vessels,  but  this  fall 
b  insignificant. 

Amyl  nitrite  causes  the  Blood  to  assume 
a  dark  chocolate  color,  both  in  the  body  and 
in  the  test-tube.  The  color  is  due,  not  to 
any  compound  form^  by  the  nitrites,  but  to 
their  changing  the  hfiemoglobin  to  methKmo- 
globinand  nitric-oxide-hfemoglobin  compx>unds. 
The  change  in  the  hiemoglobin  does  not  entail  the  destruction  of  the 
red  corpuscles,  and  the  compounds  are  eventually  reduced  by  the  tissues, 
although  the  reduction  progresses  much  more  slowly  than  that  of  ordi- 
nary oxyhemoglobin-  In  man,  usually  very  little  of  the  haemoglobin 
is  thus  transformedj  and  even  after  large  quantities  have  been  inlialed 
no  abnormal  coloration  of  the  blood  is  noticeable,  but  it  has  been 
demonstrated  recently  that  the  alteration  of  the  haemoglobin  is  the 
cause  of  death  in  some  animals,  through  the  blood  becoming  incapable 
of  carrying  oxygen  to  the  tissues.  If,  however,  asphyxia  be  prevented 
by  the  inhalation  of  oxygen  under  pressure,  the  tij^sues  themselves  are 
eventually  acted  on.  The  formation  of  ineth^'nioglobin  does  not  seem  to 
bear  any  relation  to  the  action  of  the  nitrites  on  the  vessel  walls  and 
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BloL>d-Dr^ur«  under 
amyl  oitrit*  takeu  on  a  vwy 
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is  identical  with  that  caused  by  other  reducing  bodies,  which  have  no 
action  on  the  bloodvessels. 

Excretion, — After  absorption  into  the  blood,  amyl  nitrite  seems  to 
break  up  witli  the  formation  of  nitrites  of  the  alkaliea.  These  undergo 
partial  oxidation  and  appear  in  the  urine  in  the  form  of  nitrates  and 
nitrites,  hut  the  quantity  of  these  excreted  is  never  equal  to  the  nitrite 
absorbed,  so  that  it  seems  probable  that  some  part  undergoes  still 
further  change.  The  amyl  disappears,  antl  is  probably  oxidized  com- 
pletely, although  some  may  appear  in  the  breath. 

Nitrite  of  amyl  given  by  the  stomacli  is  very  much  less  active  than 
when  inhaled,  as  the  nitrous  acid  is  freed  by  the  gastric  juice  and 
immediately  decomposed.  When  injected  subciitaneously  it  acts  much 
more  slowly  and  weakly  than  when  absorl>ed  by  the  lungs,  and  gen- 
erally gives  rise  to  glycosuria  and  slight  diuresis.  No  satisfactory 
explanation  of  this  fact  has  been  given,  but  it  is  possible  that  the 
formation  of  methsemoglobin  may  cause  partial  asphjTciation  of  the 
tissues,  and  thus  cause  the  formation  of  excess  of  lactic  acid  and 
glycosuria. 

Fig.  41- 


Diagrmn  to  illustrate  the  intensity  and  dar&tioD  of  the  iLCtlon  of  the  members  of  tha 
nittite  setiea^  Tbe  extent  of  the  faJl  of  pressure  ia  menflured  hJodk  the  vertical,  the  dijr&- 
iiou  alonte  the  honsDbtaL  liu?.  A,  amyl  nitrite.  ethyL  mtnte,  etc.;  B,  Diirogtyccriii: 
C.  BDtJium  ijitrit^;  i>,  erythrol  totranitrate.  The  greatest  fall  in  pressure  occurs  in  A, 
but  it  poaaca  off  for  the  moat  pfirt  in  fiver  fniDUtea  and  entirely  id  twenty.  Nitroflyoerio 
acta  more  rapidly  than  the  last  two.  and  itt  efiTetfta  contlnuo  almost  m  lon£  u  those  of 
sodium  nitrite.  Erytlu'u]  tatranitrato  ooly  ejierts  its  fuU  effect  after  the  action  of  the 
otbflta  hofl  paAscd  off.    (After  Bradbury.) 

The  plmrmacopceial  amyl  nitrite,  is  a  mixture  of  the  nitrites  of  amy!, 
butyl,  propyl,  and  ethyl.  The  pure  nitrites  of  this  series  resemble  each 
other  closely  in  general  features;  the  more  unstable  the  compound,  the 
more  rapidly  does  the  fall  in  blood-pressure  occur,  while  the  less  easily 
decomposed  compounds  are  somewhat  slower  in  their  action,  but  cause 
depression  of  the  blood-pressure  for  a  longer  time. 

Sodium  Nitrite  resembles  the  organic  nitrites  closely  in  action.  It 
13  administered  by  the  stomach »  and  therefore  acts  more  slowly  than 
amyl  nitrite,  but  its  effects  last  much  longer.  The  gastric  juice  liberates 
part  of  the  nitrous  acid  before  absorption  can  occur,  and  it  is  immedi- 
ately decomposed  and  often  causes  some  eructation  and  may  also 
give  rise  to  irritation  of  the  gastro-intestinal  mucous  membrane.  The 
nitrite  absorbed  is  excreted  as  nitrate  in  the  urine,  although  some  of 
it  may  remain  unoxidized.  The  metallic  nitrites  do  not  as  a  rule  cause 
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so  much  headache  and  flushing  of  the  face  and  neck  as  the  alkyl  com- 
pounds. 

Nitroglycerin  produces  the  same  effects  as  the  other  members  of 
this  series,  hut  acts  more  powerfully  than  either  the  nietaliic  or  alkyl 
nitrites.  It  preaentis  some  minor  points  of  difference*  as  in  causing 
more  severe  headache  in  man.  It  is  not  decomposed  in  the  stomach, 
but  on  reacliing  the  blood,  at  once  breaks  up  into  glycerin,  nitrites 
and  nitrates.  Its  action  commences  very  soon  after  its  administra- 
tion,  and  lasts  much  longer  than  that  of  amyl  nitrite.  The  explanation 
of  its  greater  activity  may  be  that  it  is  absorbed  unchanged,  but  is 
then  broken  up  at  once,  while  the  raetatUc  nitrites  are  decomposed  in 
the  stomach  and  much  of  the  nitrous  acid  Is  lost.  Nitroglycerin  is  not 
wholly  broken  up  in  the  hirnian  body,  however,  for  it  has  been  found 
in  the  urine,  and  the  headache  which  so  frequently  follows  its  adniin- 
btration  in  man  has  been  ascribed  to  the  undecomposed  molecule,  and 
not  to  the  nitrite  constituent.  It  is  generally  supposed  to  be  extremely 
poisonous,  and  is  prescribed  in  minute  doses,  but  it  has  been  shown 
that  while  very  small  quantities  are  sufficient  to  produce  therapeutic 
effects  in  man,  the  toxic  dose  is  enormous  in  animals. 

Several  other  organic  nitrates  Lave  also  been  found  to  reduce  the 
blood -pressure,  and  to  cause  the  formation  of  methajtooglobin,  but  their 
,  decomposition  proceeds  more  slowly  than  that  of  nitroglycerin  and 
they  have  not  been  much  used  in  therapeutics.  Er^throl  tetranitrate 
and  mannitol  hexanitrate  act  more  slowly,  and  the  fall  of  pressure  is 
more  gradual »  and  lasts  longer  than  under  any  others  of  the  series* 

Preparations- 

Amyl  Nrrais  (B.  P.),  Amylis  Nitris  (U.  S.  P.),  a  yellow,  very  volatile 
fluid,  with  a  strongs  fruity  odor^  soluble  in  alcohol  and  ether  but  rapidly  de- 
cotB posed  by  water.  It  oonsista  of  the  nitrite  of  isoamyl  for  the  moet  part^ 
along  with  small  quantitiea  of  the  nitritea  of  butyl,  propyl,  etc.  2-5  mins.  are 
poured  on  a  handkerchief  and  inhaled.  A  convenient  preparation  is  the  amyl 
nitrite  '^pearls/*  which  are  thin  gla^  capeul^,  each  containing  a  dose  of  the 
lemedyf  and  one  of  which  ie  broken  in  the  handkerchief  when  nectssaiy. 
Amyl  nitrite  is  liable  to  decompose  when  kept  long)  and  ought  to  be  used  only 
when  recently  prepared.  0.2  mil  (3  mina.)- 

Spiritus  Glycerylis  NrrRATis  {U.  S.  P.),  Liquor  Trinitrini  (B.  P.),  Is 
a  1  per  cent.  alcohoUc  solution  of  nitroglycerin.  0.05  mil  (1  min.);  B.  P.,  i-2 
mins, 

Tasbll^  TtoiiTRiNi  (B.  P.),  or  nitroglycerin  tablets,  are  formed  of  choco- 
late and  contain  each  i  is  gr,  of  nitroglycerin,  1-2  tablets. 

SoDn  NtTRiB  (U.  a  P„  B.  P.)  (NaNOs)»  0,06  G-  (1  gr.);  B.  R.  i-2  gw.. 
in  tablets  or  in  solution. 

Spiriitts  Mtheris  Nitr&si  (U,  S,  P,,  B,  P.),  awcet  spirit  of  nitre,  contains 
4  per  cent,  of  ethyl  nitrite,  along  with  ether  and  aldehyde  in  alcoholic  solution. 
Wnen  frenhly  prepared  it  acts  like  the  other  aitrites»  but  when  prescribed  along 
with  water,  as  is  usually  the  case,  the  nitrite  eacapes  rapidly,  and  it  has  little 
effect  except  from  the  eUier  and  alcohol.  2  mils  (30  mins.):  B.  P.^  15-60  mina. 

Erythtol  UtraniiToU  (CH,ONOt{CHONO,),CH,ONO,)  is  a  solid,  and  is 
recommended  in  doees  of  0.05  G.  (1  gr,),  in  pilla^  tablets  or  alcoholic  solution. 
Like  nitroglycerin,  it  is  a  dangerous  exptosive,  and  one  fatality  has  idready 
occurred  in  forming  it  into  phannaceutica)  preparations. 
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Therapeutic  Uses, — The  nitrites  were  introduced  into  therapeutics 
Uy  Bruatoa,  who  advised  their  use  in  an^na  pectoris  to  relieve  spasio 
of  the  arteries*  Some  question  has  arisen  as  to  whether  angina  pectoris 
is  generally  acconipamed  by  high  arterial  tension,  and  amyJ  nitrite 
often  gives  relief  in  cases  in  wliicli  the  blood-pressure  does  not  seem 
abnonnalf  so  that  the  mechanism  of  its  action  is  not  completely  deter- 
mined. For  rapid  transient  effects  nitrite  of  atnyl  seems  specially 
indicated^  while  nitroglycerin  and  nitrite  of  sodium  are  more  suited 
to  produce  a  depression  of  some  duration.  Thus  during  the  attack 
of  angina  pectoris^  amyl  nitrite  is  often  found  to  gi\e  instant  relief, 
but  if  nitrite  of  sodium  or  nitroglycerin  is  administer€Ml  every  4-6 
hours,  no  attack  may  occur.  The  disadvantage  of  the  nietallic  nitrites 
is  the  frequent  eructation  they  produce,  w  hile  nitroglycerin  often  causes 
severe  headache^  which,  however,  disappears  in  some  cases  after  repeated 
use.  The  pulse  assumes  the  dicrotic  cbaracter  under  all  of  the  nitrite 
series,  owing  to  the  reduced  peripheral  resistance  (Fig.  42). 


Fia.  42 


PuLfie  CracuiE  in  a  caae  of  ant^nft  pactoru;      before;  6,  during  the  inhalatioD  of  amyl 

aitfite. 


Besides  in  angina  pectoris,  the  nitrite  series  may  be  used  in  any  con- 
dition in  which  it  is  supposed  that  the  arterial  tension  may  be  lowered 
with  benefit  to  the  economy.  Thus  nitroglycerin  has  been  advised 
in  heart  disease  ami  has  accordingly  been  placed  by  some  among  the 
heterogeneous  group  of  "Cardiac  tonics  or  stimulants/'  Its  bene- 
ficial effects  are  not  due  to  any  direct  action  on  the  heart,  but  to  its 
decreasing  the  resistance  against  which  the  systole  is  performed,  In 
this  way  the  contraction  of  the  ventricle  is  rendered  more  complete, 
and  the  output  of  the  heart  may  be  increased.  In  weak  hearts  strug- 
gling against  a  high  aortic  resistance,  this  relief  may  be  followed  by 
marked  benefit,  and  for  this  reason  nitrite  preparations  (nitroglycerin) 
are  often  prescribed  in  chronic  Bright*s  disease.  Stewart  has  shown 
that  the  flow  through  the  peripheral  bloodvessels  is  accelerated  by 
nitroglycerin,  Amyl  nitrite  has  been  advised  in  accidents  during 
chloroform  ana  sthesia  on  the  theory  that  it  would  benefit  the  circu- 
lation; but,  as  a  matter  of  fact,  it  would  appear  strongly  contra- 
indicated,  in  these  cases,  in  which  it  is  true  that  the  heart  is  extremely 
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depressed,  but  in  which  the  arterial  tension  is  practically  zero.  Its 
use  is  especially  irrational  if,  as  has  been  suggested,  the  failure  of  the 
respiration  is  partly  due  to  aufemia  of  the  central  nervous  system. 
The  cases  in  which  recovery  has  occurred  after  this  measure  may,  in 
fact,  be  said  to  have  recovered,  not  owing  to,  but  in  spite  of  the  use  of 
amyl  nitrite. 

Amyl  nitrite  has  been  suggested  in  internal  haemorrhage,  on  tlie 

Pio.  43 


Blood-preasun  ohsrt  during  an  attack  of  angiaa  pectoris.  The  presaure,  oriifiiuUly 
140  to  150  mm.  of  mereury,  rapidly  rose  to  220«  and  intease  pais  wm  present  over  the  heart. 
At  A  and  Jl,  fiJoayL  nitrite  waA  inhaled  and  the  presaure  fell  to  155  mm.  At  P  the  paid 
had  disappeared.  The  preaeure  rose  asaia  rapidly  and  at  S  the  pain  recurred  eticbtly 
and  vu  very  sevens  at  B.   Time  in  minutes. 

view  that  by  reducing  the  pressure  in  the  interior  of  the  vessels  it 
would  permit  a  clot  to  form  at  the  point  of  injury.  On  the  other 
hand,  the  dilatation  of  the  abdominal  vessels  may  lead  to  anfemia  of 
the  brain  and  syncope,  and  this  has  prevented  the  use  of  the  drug  in 
practice,  except  in  unusual  conditions* 

In  very  advanced  degeneration  of  the  cardiac  muscle  fibre,  the 
administration  of  amyl  nitrite  is  distinctly  contra-indicated,  for  the 
blood-pressure  is  low  and  any  further  reduction  may  lead  to  syncope 
from  aiiipmia  of  the  brain,  and  to  still  greater  weakness  of  the  heart 
from  the  low  pressure  in  the  coronary  arteries  lessening  its  nutrition. 

Nitrite  of  amyl  has  been  used  largely  in  asthma  and  in  cardiac 
dyspnoea.  Its  action  is  often  beneficial  and  has  been  attributed  to  its 
depressing  the  bronchial  muscles,  which  are  supfxjsed  to  be  in  a  con- 
dition of  spasmodic  contraction  in  asthma.  In  the  cardiac  cases  its 
action  in  removing  the  dyspnoea  may  be  due  to  its  lowering  the  pres- 
sure in  the  systemic  arteries  and  thus  relieving  the  heart. 


In  some  cases  of  headache,  nitrite  of  amyl  13  of  marked  benefit 
while  in  others  it  aggravates  the  condition.  This  is  perfectly  intelli- 
gible, as  some  forms  of  headache  may  be  due  to  cerebral  congestion 
and  peripheral  constriction,  while  others  arise  from  anemia  of  the 
brairu 
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XX.    THE  DIGITALIS  SEHIES, 

The  digitalis  series  embraces  a  considerable  number  of  substances 
which  are  characterized  by  their  action  on  the  heart.  They  are  widely 
distributed  in  the  vegetable  kingdom  in  very  different  botanical  fam- 
ilies, and  have  long  been  in  use  for  various  purposes  in  civilized  and 
uncivilized  countries.  Some  of  them  were  employed  as  remedies  by 
the  laity  long  before  their  virtues  were  recognized  by  the  medical 
profession,  while  others  have  been  used  as  arrow  poisons  by  the  natives 
of  different  parts  of  Africa  and  of  the  Eastern  Archipelago, 

The  most  important  plants  which  contain  bodies  belonging  to  this 
group  are  Digitalis  purpitrea  (purple  foxglove),  Stro'phardh'us  his- 
pidu^,  or  Kovibi,  and  SciUa  maritima  (squills).  Others  which  are 
less  frequently  used  are  IJellebonts  nigcr  (Christmas  rose),  Conval- 
laria  viajalis  (lily  of  the  valle^^i  Apocynum  covJiobinum  (Canadian 
hemp),  and  Adonic  vernalis  (pheasant's  eye).  Similar  effects  are 
obtained  from  bodies  contained  in  other  species  of  these  genera  and 
in  a  large  and  ever-growing  list  of  other  plants,  such  as  Antiaris 
(Upas  tree),  Nerium  (oleander),  Acorajithera  (ouabaio),  Eryihro- 
pMwitm  (sassy  bark  or  Casca  bark),  Thevetia,  Urethites  and  Coro- 
niUa.  Numbers  of  other  plants  are  said  to  resemble  digitalis  in  their 
effects,  but  until  this  has  been  shown  by  more  careful  investigation, 
it  is  undesirable  to  add  them  to  the  above  list,  which  is  already  exten- 
sive enough.  These  bodies  are  not,  however,  confined  to  the  ^■egetable 
kingdom,  for  I'^aust  and  Abel  ha\'e  isolated  substances  from  toads, 
which  induce  the  same  changes  in  the  heart.  Salts  of  barium  also 
induce  many  of  the  changes  characteristic  of  this  series. 
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The  active  principles  of  the  plants  of  this  group  present  many 
points  of  resemblance^  and  some  of  them  have  been  shown  to  be  deriv- 
atives of  the  same  chemical  nucleus.  Their  isolation  is  attended 
with  considerable  difficulty,  as  many  are  amorphous,  and  but  few  of 
them  form  combinations  with  the  ordinary  chemical  reagents.  Most 
of  them  are  glueosides,  others  are  indifferent  bodies,  and  one  or  two 
are  alkaloids.  There  are  often  found  in  a  plant  several  distinct 
bodies  belonging  to  this  series,  and  these  may  again  be  accompanied 
by  others  which  induce  the  san^e  s>Tiiptoms  as  picrotoxin  or  saponin, 

Diffitalia  has  been  more  carefully  examined  from  the  chemical  point 
of  view  than  the  other  plants,  but  even  its  active  principles  are  still 
only  partially  known,  and  the  subject  is  yet  in  an  unsatisfactory  state; 
for  the  amount  and  character  of  the  active  constituents  seem  to  vary 
not  only  in  different  seasons  and  in  plants  grown  in  different  soils,  but 
also  in  different  parts  of  the  same  plant.  The  pharmacopceia!  pre- 
parations are  made  from  the  leaves,  in  which  two  glucosides,  Bigiiorm 
and  Digitalein  (or  Gitalin),  have  been  found  possessing  the  character- 
istic  cardiac  action,  along  with  some  other  glucosides  ( Digitsaponin, 
Gitin),  which  do  not  affect  the  heart  but  appear  to  resemble  saponin 
and  like  it  suspend  insoluble  bodies  in  water;  another  glucoside,  DigiU>- 
phylUjit  has  been  found  by  some  chemists  but  is  not  so  definitely  estab- 
lished as  digitoxin  and  digitalein.  Digitoxin  is  soluble  in  alcohol,  b^t 
not  in  water  when  pure,  while  digitalein  is  soluble  in  both  water  and 
alcohol.  The  infusion  thus  contains  digitalein  with  traces  of  digitoxin 
dissolved  in  the  presence  of  the  other  glucosides,  while  the  tincture 
contains  digitoxin  and  digitalein  with  less  of  the  saponin  bodies. 

The  seeds  of  digitalis  are  not  pharmacopceial,  but  are  extensively 
used  for  the  preparation  of  the  so-called  digitalins  of  commerce. 
They  contain  another  cardiac  glucoside,  DigiUdin^  and  digitalein  in 
large  amounts  with  a  small  percentage  of  digitoxin  and  Digitonin, 
another  glucoside  resembling  saponin  in  character.  The  preparations 
from  the  seeds  thus  differ  entirely  from  the  Galenical  preparations, 
which  are  formed  exclusively  from  the  leaves,  and  most  clinicians  find 
them  less  satisfactory  in  practice.  Digitoxin  is  much  the  most  powerful 
constituentt  and  the  small  amount  in  which  it  is  present  in  the  digitalins 
prepared  from  the  seeds  probably  accounts  for  their  unsatisfactory 
effects  in  therapeutics. 

The  various  species  of  Stroph&nthus  contain  glucosides  which  present 
differences  in  chemical  form  and  also  in  toxicity  but  resemble  each 
other  in  their  common  action  on  the  heart.  The  species  in  common 
use  are  Strophanthus  Kombe  and  Strophanthus  hispidus.  whose  gluco- 
sides resemble  each  other  closely  in  action  and  are  known  as  Komhi- 
ffwpkanthin  and  Hispldvs-strophanihin,  Strophanthus  gratiis  (or 
glaber)  contains  a  crystalline  glucoside  known  as  Ouabuin  or  Grafus- 
strophanihin  (g-^trophanihin  of  Thoms)^   The  strophanthin  of  commerce 

'  OuJiliain  V  a\r*j  obtaJaed  from  aome  species  of  Acocanthera,  la  «rhi>h  it  ia  BMoxn- 
tAtiied  by  BCocanliioriD,  another  canltae  Bluccvidc. 
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is  generally  derived  from  a  mixture  of  different  species  and  varies  much 
in  composition  and  toxicity. 

Scillft  maritlma,  or  squills,  contains  one  or  more  glucosides,  which 
have  not  been  isolated.  Saponin  bodies  are  also  present. 

Convallamarxn  (obtained  from  Convallaria)»  Adonidin  (Adonia},  Oleandrin^ 
Nfin'in  and  Nenod&rin  (Nerium),  Euonymin  (Euonymue),  Antiartn  (AntiarisJ, 
Thweiin  and  Cerhenn  (Thevetia),  Cheiran^in  (Cheiranthua),  CoroniUin  (Cof- 
oaillft),  Tanghinin.  (Tanghinia  venenifera)  are  glucosides,  while  Cynoioxin  or 
apocunamarin  (Apocynuin)  13  indifferent  and  Erythrophl^nne  (Erythrophloeum 
guinense)     a  giucosidal  alkaloid. 

With  the  excDption  of  the  last,  then,  the  members  of  thifl  seriea  which  have 
been  examined  hitherto  are  either  glucosides  or  indifferent  substances,  con- 
taining carbon,  hydrogen,  and  oxygen,  but  no  nitrogen.  They  are  all  Liable 
to  deconipoee  when  kept  long  in  watery  aolutionSj  and  eepecially  when  heated 
with  acids,  and  then  frequently  form  substances  which  no  longer  possess  the 
digitalia  action,  but  are  rather  to  be  classed  with  picrotoxin.  Erythrophloeine 
and  a  more  recently,  iaolated  alkaloidj  Muawine,  which  resembles  it  m  most 
reapecta,  split  off  a  molecule  of  sugar  when  they  are  boiled  Mith  acida.  In 
many  of  these  plants  several  glucosides  appear  to  be  present  and  few  of  them 
have  03  yet  been  established  as  pure  substances.  The  cardiac  glucostdes  are 
very  generally  accompanied  by  others,  which  belong  to  the  saponin  series,  and 
have  not  the  typical  digitalis  action,  Hdleborein^  which  occurs  in  Helleborus 
niger  along  with  Helleborin,  appears  to  form  a  connecting  link  between  these 
two  groups,  possessing  some  of  the  properties  of  digitalis,  but  tending  to  dis- 
solve the  blood  cells  like  saponin. 

Symptoms. — Digitalis  taken  in  even  large  medicinal  doses  in  health 
provokes  no  symptoms  unless  the  dose  is  frequently  repeated.  Poison- 
ous quantities  induce  nausea  and  vomiting  with  abdominal  pain,  and 
often  diarrhoea.  The  patient  complains  of  genera!  depression,  headache, 
giddiness  and  precordial  discomfort  and  often  passes  into  a  stage  of 
great  muscular  weakness  and  collapse.  The  pulse  first  becomes  inter- 
mittent and  then  beats  regularly  at  about  40  per  minute.  Later,  it 
may  become  rapid  and  irregular,  and  fatal  coma  follows.  The  symp- 
toms sometimes  appear  only  several  hours  after  the  poison  has  been 
taken  and  last  for  several  days  in  cases  which  survive. 

A  much  more  common  form  of  poisoning  arises  from  the  prolonged 
use  of  therapeutic  doses.  Here  the  chief  symptoms  are  headache,  giddi- 
ness, nausea  and  vomiting  and  in  some  cases  marked  slowing  of  the 
pulse.  These  symptoms  disappear  within  fortj^-eight  hours  if  the  treat- 
ment is  stopped  or  the  dose  reduced. 

Action. — ^The  digitalis  series  possesses  a  local  and  a  general  action. 
The  Local  Effects  consist  in  primary  irritation,  followed  frequently 
by  paralysis  of  the  sensory  nerve  endings.  Thus  in  the  eye  a  small 
quantity  of  a  solution,  or  a  minute  particle  of  the  dry  poison  caiises 
the  most  intense  pain,  redness  and  congestion  of  the  conjunctiva,  and 
all  the  s;tTnptoniB  of  acute  infiammation.  On  the  tongue  the  bitter 
taste  is  followed  by  burning  pain  frequently,  and  if  the  powder  be 
drawn  into  the  nostrils  and  larynx,  marked  swelling  of  the  mucous 
membrane,  sneezing,  coughing  and  hoarseness  are  produced  In  many 
persons.  They  have  little  action  on  the  skin,  although  here  too  smart- 
ing 13  OGeftaaocally  produced;  but  when  injected  subcutaneously  many 
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of  them  cause  marked  inflammation^  which  not  infrequently  ends  in 
the  fonnation  of  abscesses,  even  although  the  injection  has  been  abso- 
lutely aseptic.  A  similar  irritant  action  in  the  stomach  may  contribute 
toward  the  characteristic  emetic  action  of  this  series,  but  the  main 
factor  here  is  action  in  the  medulla  oblongata.  This  irritant  action 
is  not  equally  marked  throughout  the  series,  however,  for  digitoxin  is 
much  the  most  powerful  in  this  respect,  while  digitahn  may  be  injected 
subcutaneously  without  danger  and  without  pain.  The  local  anffisthetic 
property  is  likewise  not  equally  developed  in  all  the  members  of  the 
series;  several  of  them  (strophanthin,  er>i:hrophloeine)  have  been  sug- 
gested as  local  anesthetics  for  the  eye,  but  their  primary  irritant  effect 
precludes  their  use  for  this  purpose. 

After  absorption,  the  chief  symptoms  are  due  to  their  action  on  the 
central  nervous  system  and  the  heart.  The  action  on  the  Central 
Nerroiifl  System  consists  in  stimulation  of  some  of  the  nerve  centres, 
which  13  independent  nf  the  action  on  the  heart  and  is  limited  to  the 
medulla  oblongata  in  many  cases,  Iti  the  frog  the  excitability  of  the 
reflexes  is  often  lowered  by  members  of  this  series,  probably  because 
of  the  intense  stimulation  of  the  medulla  oblongata;  but  sometimes 
a  distinctly  increased  irritability  h  observed.  More  marked  symptoms 
are  produced  in  mammals,  however,  by  this  central  nervous  stimulation, 
for  in  these  vomiting  is  elicited  very  soon  after  the  injection  of  large 
quantities,  long  before  the  heart  is  very  seriously  atTected,  and  this  is 
undoubtedly  due  to  action  on  the  medulla  oblongata.  To  the  same 
cause  is  to  be  attributed  the  rapid,  deep  respiratory  movements  and 
convulsions,  which  are  often  observed  in  the  later  stages  of  poisoning 
and  which  are  evidently  not  due  to  cerebral  anepmia,  as  has  been  sup- 
posed, for  the  brain  at  this  stage  receives  quite  as  much  or  more  blood 
than  it  normally  does.  Ev  en  small  quantities,  such  as  are  used  thera* 
peuticallyj  e^tcite  the  inhibitory  cardiac  centre  in  the  medulla  and 
slow  the  heart  both  in  therapeutics  and  in  experiments  on  mammals. 
The  extent  to  which  the  members  of  this  series  act  as  stimulants  to 
the  nervous  centres  varies,  but  as  yet  little  comparative  work  has  been 
done  in  this  direction. 

The  action  on  the  Heart  is  the  most  important  of  all,  and  is  what 
distinguishes  digitalis  and  its  allies  from  all  other  substances.  This 
action  has  been  studied  most  carefully  in  the  frog,  and  ts  here  found  to 
consist  of  changes  in  the  generation  and  conduction  of  impulses  and  in 
the  contractility.  The  power  of  conducting  impulses  is  distinctly 
reduced*  and  this  makes  itself  evident  in  the  frequent  failure  of  an 
impulse  to  pass  from  the  auricle  to  the  ventricle,  which  thus  remains 
at  rest  during  a  full  cycle;  very  often  each  alternate  impulse  of  the 
auricle  thus  fails  to  reach  the  ventricle,  giving  rise  to  half  rhythm;  or 
the  ventricle  may  remain  in  diastole  during  a  series  of  auricular  con- 
tractions, or  miiv  cease  altogether  in  this  position,  if  very  small  quan- 
tities have  been  injected.  This  dcprt^ssant  action  on  conduction  is 
accompanied  by  a  less  marked  reduction  of  the  rate  of  the  auricle  and 
sinus  arising  from  fewe;  impulses  being  emitted  by  the  pacemaker. 
30 
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Along  with  this  depression  of  conduction,  there  is  a  progressive 
increase  in  the  strength  of  contraction  of  both  auricle  and  ventricle. 
Soon  the  relaxation  becomes  imperfect,  and  the  output  falls  accordingly; 
though  the  ventricle  continues  to  empty  itself  more  completely,  it 
no  longer  contains  as  much  blood  at  the  beginning!:  of  systole  as  before. 
'  Later  the  apex  of  the  ventricle  remains  contracted  during  the  diastole 
and  remains  motionless  and  white,  and  this  state  of  contraction  slowly 
spreads  over  the  rest  of  the  chamber,  until  the  ventricle  receives  no 
more  blood  from  the  auricular  systole,  and  the  auricles,  unable  to  empty 
themselveSj  come  to  a  standstill  in  the  dilated  position* 

As  a  general  rule  both  these  actions  may  be  observed  intermingled  in 
the  frog's  heart  under  digitalis;  the  effects  of  the  depressed  conduc- 
tivity generally  precede  those  of  the  changed  contractitit,y  and  are 
elicited  especially  by  very  small  doses.  Thus  when  the  minimal  lethal 
dose  is  given,  the  ventricle  is  very  often  found  in  diastolic  standstill 


Fig.  44 


Tracing  of  the  movenients  of  iln:  frot^  s  ventricle  under  one  of  the  diEit-alu  Berics.  A, 
normal;  dijcitalia  applied;  C.  half  rhythm  beeina,  aad  the  diaslole  rapidly  beoomta  less 
complete  until  the  ventricle  ceaseB  in  a  posilion  of  semicontracdon.  ^'.diadram  of  the 
heart  In  norfuaJ  condition:  o,  auriale:  v,  ventricle;  tHe  dotted  line  rrpreaentA  the  outline 
in  fuU  Bystale;  the  continuouH,  the  outline  id  diastole,  D',  outline  of  the  heart  in  stciud- 
fltiil  after  dip  t  alls;  the  ventricle,  u,  n  fully  contracted,  while  the  aurirteH  are  dilated 
(After  Sluylf rmann.) 

from  its  failure  to  receive  impulses  from  the  auricle;  but  if  it  is  now 
stimulated  mechanically  or  electrically,  it  passes  into  complete  and 
permanent  systole.  When  larger  quantities  ate  given  the  effects  on 
contractility  are  elicited  in  greater  measure*  and  there  may  be  little 
tendency  to  ventricular  intermission  until  the  chamber  is  in  almost 
complete  systolic  arrest. 

The  excitability  of  the  frog's  heart  muscle  is  augmented  by  digitalis; 
thus  if  salt  solution  is  led  through  the  excised  heart  for  some  time,  it 
ceases  to  beat,  but  if  digitalis  is  now  added  to  the  perfusing  solution 
rhji:hmical  contractions  often  return.  This  increased  excitability  may 
account  for  a  temporary  acceleration  of  the  heart  rate  which  b  some- 
times seen  in  the  frog  under  digitalis. 

The  action  on  the  frog's  heart  is  a  direct  one  on  the  muscle;  the 
inhibitory  mechanism  has  nothing  to  do  with  the  change  in  the  con- 
duction or  with  that  in  the  contractility,  for  the  application  of  atropine 
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has  no  effect  upon  either  feature.  The  muscle  of  the  frog's  heart  is 
thus  reduced  in  conductivity  and  augmented  in  contractility  and  excita* 
bility  by  members  of  this  series;  the  effect  on  the  conductivity  is  elicited 
by  smaller  quantities  than  are  necessary  to  change  the  contractility. 
Schmiedeberg  suggested  that  the  systolic  arrest  is  due  to  a  great  increase 
in  the  elasticity  of  the  heart  muscle,  but  this  is  not  supported  by 
later  investigations  and  is  insuflScient  to  explain  the  phenomena. 

The  hearts  of  some  invertebrates  are  said  to  undergo  changes  similar 
to  those  described  in  the  frog's  hearty  while  the  crustacean^s  seems  to 
be  entirely  unaffected  by  digitalis. 

Mammalian  Heart. — In  the  mammalian  heart  digltatts  and  its  allies 
also  affect  the  muscle  directly,  but  this  is  complicated  by  inhibitory 
action,  which  is  absent  in  the  frog.  The  direct  action  on  the  heart 
muscle  in  the  healthy  mammal  is  shown  in  increased  strength  of  contrac- 
tion and  greater  excitability,  while  there  is  less  evidence  of  the  depressed 
conduction  which  has  been  described  in  the  frog's  heart.  Symptoms 
of  reduced  conduction  occur  in  the  mammal  it  is  true,  but  here  they 
arise  for  the  most  part  from  inhibitory  stimulation  and  not  from  direct 
muscular  effects. 

Fill.  45 


If  N*  J?  jr 


Trncinga  of  the  vetitricuUr  (wntrAetionB  under  di^itaUa  in  cxp«rimenU  on  two  dogi* 
N ,  normaJ  contncdozis,  i>,  B\  coDtraetioEU  under  diffitalifl.  The  levers  move  upn 
ward  during  systole.  In  D  the  rhythm  U  slower  and  the  tnoveiDetit«  eittend  ftirlher 
upward  and  downward  thui  Id  N,  i.  e.,  the  conttActiona  are  more  complete  and  Lhe  dila- 
tation during  diaaiole  greater.  In  the  rhythm  ia  alDwer,  and  the  tradog  extende 
further  upward  thAo  in  N\  but  reaches  altDoAt  the  Uktbe  point  below,  the  cobtrACtion 
ifl  atron^r,  but  the  dilatation  ia  scarcely  changed.  Contraat  the  effects  of  inhibition  alone 
in  30  and  32  (pp.  327  and  344), 

The  action  of  digltatts  on  the  healthy  mammalian  heart  may  be 
divided  into  three  stages,  of  which  the  first  and  third  are  always  de- 
veloped when  sufficient  quantities  are  administered.  The  second  stage 
may  be  absent  in  certain  circumstances,  but  is  also  generally  present 
in  poisoning. 

In  the  first  or  ikera'peidlc  stage  of  the  action  of  this  series  (Fig* 
45)  ^  the  rhythm  of  the  heart  is  distinctly  slower  than  before  the  drug, 
for  the  inhibitory  apparatus  is  set  in  activity*  and  the  slowing  is 
accordingly  due  to  a  prolongation  of  the  pause  in  diastole.  The  ven- 
tricles contract  to  a  smaller  siste,  that  is,  they  emptj'  themselves 
more  completely  than  they  normally  do.   This  increased  contraction 
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13,  like  that  in  the  frog^s  heart,  due  to  action  on  the  cardiac  muscle. 
The  papillary  muscles  undergo  the  same  changes  as  the  rest  of  the 
ventricular  wall,  contracting  more  strongly  and  more  completely  than 
before  the  administration  of  the  drug. 

The  relaxation  of  the  ventricle  is  found  to  vary  in  different  condi- 
tions. If  the  heart  is  weak  and  dilated,  digitalis  and  its  allies  tend 
to  lessen  this  dilatation,  that  is,  the  relaxation  of  the  ventricle  during 
diastole  is  less  than  before  the  administration  of  the  drug.  (See  Fig. 
46.)  Ifj  however,  the  heart  is  normal,  or  does  not  dilate  much  during 
diastole,  digitalis  increases  the  relaxation  (Fig.  45,  D).  The  varia- 
tion in  the  degree  of  di- 
^  latation  of  the  ventricle 

depends  upon  the  oppos- 
ing faetors^the  inhibition 
and  the  muscular  action* 
If  the  inhibition  be  the 
stronger,  the  ventricle  re- 
laxes more  completely 
than  before,  for  vagus 
stimulation  always  tends 
to  increase  the  relaxation 
of  the  heart*  If,  on  the 
other  hand,  the  muscular 
action  predominates  the 
relaxation  is  lessened*  for 
here,  as  in  the  frog's 
heart,  this  series  tends  to 
lessen  the  extent  of  relax- 
ation. In  the  normal  heart 
the  application  of  one  of 
this  series  causes,  as  a 
general  rule,  an  increase  in 
the  extent  of  relaxation. 

It  must  be  added  that 
the  inhibition  is  due  to 
the  stimulation  of  the 
vagus  centre  in  the 
medulla  only;  the  per- 
ipheral mechanism  is  not 
involved,  for  digitalis 
does  not  slow  the  heart  after  section  of  the  vagi,  as  it  would  do,  if  it 
acted  on  the  intracardiac  inhibitory  ganglia  or  nerve  ends. 

Each  beat  of  the  ventricle  thus  expels  more  blood  under  digitalis 
than  before  (Fig.  47),  and  if  the  number  of  beats  per  minute  remained 
the  same,  the  amount  of  bhn>d  exp<41erl  (or  the  output)  would  be  much 
increased;  but  the  rhythm  is  slower  than  normal,  and  this  may  more 
than  compensate  for  the  larger  amount  of  blooil  exjH'lletl  by  each 
individual  beat.    In  the  therapeutic  stage  the  slowing  is  not  great 


Tcacin^^B  of  the  movemeuU  of  the  ventricle  (lower) 
and  aurido  (ut>p&r)  uadef  digitalis.  Durtnjr  a>itole 
the  Kjvcr^  maktt  an  upstrukf;.  In  ttus  cxperiinent  the 
inhibitory  terminatioos  had  twoti  paralysed,  bo  that 
only  the  muscular  action  is  developed.  A^  normal; 
after  dijfita-Ua.  The  rhythm  □[  the  heart  la  slightly 
accelerated  in  B,  and  the  levers  extond  further  up- 
wards* iiidjcnting  a  more  perfect  syHtolc  in  both  auricle 
a,ad  ventricle.  The  vetitricularlevBr  doca  not  reach  so 
far  downward  in  B,  %.  e.,  the  ventricular  diastole  is  leas 
complete. 
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enough  to  counterbalanre  the  increased  output  per  heat,  iuu\  a  larger 
amount  of  blood  Is  therefore  driven  iutothe  aorta  and  pnhnntmry  artery. 

The  changes  in  the  ventricle,  then,  are  due  to  inlnhilnry  activity 
and  to  direct  cardiac  action,  the  first  tending  to  lessen  the  numl)er  of 
beats  and  to  increase  the  relaxation  of  the  fibres,  the  Seconal  tending  to 
strengthen  the  systole  and  to 
limit  the  relaxation  while  not 
affecting  the  rhythm. 

In  the  auricles  the  inhibi- 
tory stimulation  causes  more 
or  less  increase  in  the  dilata- 
tion, while  it  lessens  the  con- 
traction. The  muscidar  ac- 
tion is  the  same  here  as 
in  the  ventricle,  causing  a 
tendency  toward  more  com- 
plete systole  and  less  com- 
plete relaxation.  After  small 
quantities^  the  rhythm  of 
the  auricle  h  slow,  like  that 
of  the  ventricle,  owing  to 
the  inhibition;  the  relaxation 
is  little  changed,  but,  owing 
to  the  muscular  action,  the 
contraction  is  more  complete. 
In  but  slightly  larger  quan* 
titieSt  however,  the  inhibi- 
tory action  causes  a  less  com- 
plete contraction,  so  that  the 
work  done  by  the  auricle  is 
actually  less  tJian  before  the 
injection. 

The  rhj'thm  of  the  differ- 
ent parts  of  the  heart  is 
exactly  the  mme  during  this 
stage,  and  the  changes  seen  in  the  right  auricle  and  ventricle  corre- 
spond to  those  in  the  left.  The  conduction  of  impulses  from  the 
auricle  to  the  ventricle  may  be  slower  owing  to  the  connecting  fibres 
lieing  depressed  by  the  inhibitory  activity. 

Some  observers  state  that  small  quantities  of  digitalis  change  the 
electrocardiogram,  in  certain  features,  but  these  changes  are  not  constant 
and  have  received  no  adequate  explanation,  so  that  they  do  not  require 
discussion  at  present. 

If  larger  quantities  be  injected,  either  the  inhibitory  or  the  mus- 
cular action  may  become  markedly  increased,  and  the  appearance  of 
the  heart  varies  according  to  which  of  these  predominates.  It  must 
be  distinctly  understood  that  the  following  symptoms  betoken  a  grave 
condition  of  poisoning. 


Fio.  47 
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Dia^m  U*  iJhuUate  the  effect  of  dfeittkfis  oa 
ihe  output  of  th«  ventricJe.  A,  B,  C,  three  cylin- 
dcn  with  pislons  moviiif  up  and  down  in  them 
and  driving  out  fluid.  In  B  and  C  (didtailB  ac- 
tion), the  piHtoD  desceods  lower  thsn  in  A  (normsl) 
and  iu  B  it  can  also  rise  higher.  The  output  of 
each  Btrokc  is  represenled  by  the  tthftded  [>Art  of 
the  cylinder  &nd  is  grcalttt  ici  B,  in  which  more 
fluid  is  present  at  the  beginning  nf  the  stroke  (dias- 
lo]e)  »nd  less  at  the  end  of  the  fltrok«  (systole) 
than  in  A.  It  is  also  greater  in  C,  in  which  the 
same  lunouBt  of  fluid  U  pfraent  at  the  beginiuiiK 
of  the  atroke  (diantotO  v  in  ^»  but  le«  is  present 
at  the  end  (sfBtolc).  If  the  pi^tonA  tnake  the  sam* 
tiumber  of  strokea  per  minutyL^  in  A.  and  d  the 
amount  of  fluid  pumpod  will  be  ereateet  iu  B  and 
tcaat  in  A^  which  reprewnte  the  oortnal  vrntriclc. 
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In  the  second  stage  the  symptoms  are  due  to  excessive  inhibitory 
activity,  while  the  direct  cardiac  action  is  less  developed.  The 
rhythm  of  the  ventricle,  and  consequently  of  the  pulse^  is  very  slow 
and  irregular,  as  is  always  the  case  when  the  inhibitory  apparatus  is 
strongly  stimulated  (see  Fig.  30,  p.  327).  During  diastole  the  ven- 
tricle dilates  more  completely  than  usual,  while  its  systole  continues 
powerful,  since  the  inhibitory  stimulation  increases  the  relaxation  but 
has  less  power  to  diminish  the  contraction.  Each  beat  expels  more 
blooti  than  normally,  but  the  rhythm  is  so  slow  that  the  output 
per  minute  and  the  efficiency  of  the  heart  as  a  pump  is  less  than  usual. 
This  is  the  feature  wliich  differentiates  the  first  from  the  second  stage, 
in  which  the  same  factors  are  present;  in  the  first  stage  the  efficiency 
of  the  hearti  i.  e.,  the  amount  of  blood  expelled  per  minute,  is  greater^ 
in  the  second  stage  it  is  less  than  before  the  administration  of  the 
drug. 

Very  often  the  impulses  have  difficulty  in  passing  from  the  auricle 
to  the  ventricle  (heart-block)  owing  to  the  inhibition  of  the  conducting 
fibres.  The  ventricle  then  beats  at  a  slower  rate  than  the  auricle,  but 
if  the  irritAbility  of  the  ventricle  is  increased  at  the  same  time  as  the 
conduction  falls,  there  may  arise  a  spontaneous  rhythm  in  the  ventricle, 
which  is  independent  of,  and  different  from,  that  in  the  auricle. 

The  auricular  contractions  are  much  weaker  than  in  the  first  stage, 
and  even  than  in  the  normal  heart,  and  may  cease  altogether  for  some 
time,  while  the  chambers  do  not  tend  to  dilate  further  as  a  general  rule. 

This  stage  of  excessive  inliibition  is  not  observed  in  every  case  of 
poisoning  in  animals,  nor  probably  in  man,  although  in  the  recorded 
instances  of  poisoning  with  the  members  of  this  series,  it  seems  to  have 
been  present,  as  the  pulse  is  said  to  have  been  very  slow  and  irregular. 
If  the  inliibitory  mechanism  is  weak,  or  is  paralyzed  by  the  preliminary 
injection  of  such  drugs  as  atropine,  the  second  stage  is  entirely  absent. 

When  very  large  quantities  of  any  of  this  series  are  injected^  the 
third  stage  sets  in.  It  is  preceded  by  the  first  for  a  short  time,  gener- 
ally by  both  first  and  second.  In  this  stage  the  ventricular  rhythm 
becomes  very  much  accelerated,  often  beyond  the  normal,  and  even 
beyond  that  seen  after  paralysis  of  the  inhibitory  nerves.  This  accel- 
eration is  not  produced  by  paralysis  of  the  vagus,  for  stimulation  of 
this  nerve  sometimes  still  slows  the  heart  and  always  causes  dilatation. 
It  is  really  due  to  the  drug  increasing  the  irritability  of  the  heart  muscle 
to  such  an  extent  that  the  inhibitory  apparatus  is  no  longer  able  to 
hold  it  in  check. 

The  auricles  also  undergo  the  same  changes.  They  begin  to  accel- 
erate their  rhythm,  which  may  diverge  from  that  of  the  ventricle, 
and  the  difference  in  rhythm  of  the  two  divisions  leads  to  a  very  char- 
acteristic periodic  variation  in  the  strength  of  the  contractions  of  both 
auricle  and  ventricle  (Fig,  49)*  This  auriculo-ventricular  arrhythmia 
may  continue  for  some  time,  but  further  irregularities  soon  present 
themselves.  At  intervals  extrasystoles  of  either  ventricle  or  auricle 
appear,  that  is,  two  contractions  follow  so  rapidly  on  each  other  that 
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the  chamber  has  no  time  to  dilate  fully  between  tbein  and  no  blood 
is  expelled  by  the  second  one.  These  extrasystoles  become  more 
numerous,  and  soon  form  groups  of  two  or  three,  separated  by  other 
groups  of  ordinary  contractions.  The  rh>'thm  becomes  more  rapid  and 
more  irregular  and  this  culminates  in  fibrillation  of  the  auricle  and 
ventricle. 

All  the  features  of  the  third  stage  are  due  to  the  poison  increas- 
ing the  spontaneous  excitability  of  the  heart  muscle.  This  increased 
^excitability  in  the  pacemaker  leads  to  acceleration  of  the  beat  of  the 
whole  heart,  but  larger  amounts  arouse  the  normally  dormant  areas 
10  the  auricle  and  ventricle,  and  lead  to  impulses  being  discharged 
from  them  and  causing  contractions  of  abnormal  origin  and  irregular 
rhj'thm.  In  the  ventricle  this  increased  excitability  leads  to  the  devel- 
opment of  a  rapid  spontaneous  rh>'thm  (Fig.  49),  extrasystoles  and 
finally  fibrillation. 


Tracing  of  the  auricuLaj'  (upper]  and  ventricular  niQvem«tiC«  (lower)  under  duptalia, 
as  thg  Brat  Bts^ge  pawes  into  the  second.  During;  eymtsAe  the  leveri  move  upward,  durioc 
dtaatolc  downward.  The  rhythm  of  the  two  chaiubers  u  at  first  the  mam,  but  aoOD  ohangea. 
the  auricle  maiataiaing  ita  rapid  beat  wtuLe  the  veiitricle  becomea  slow  and  irregular, 
A%  the  eud  of  the  tracing  the  ventricle  iLgain  becamea  rapid,  whil«  the  aunde  beromes  alow. 
The  Airength  of  thtt  oontractioni  and  the  extent  of  relaxation  of  the  veticricle  muwie 
rfttmain  little  altered,  while  the  auricle  rapidly  weakdiui  lb  itreogth,  but  improvea  ag&iu 
&t  the  end  of  the  tradni. 

Almost  all  the  characteristic  features  of  this  stage  may  be  imitated 
in  the  normal,  unpoisoned  heart  by  stimulating  the  different  chambers 
by  electric  shocks;  the  impulses  which  in  the  poisoned  heart  arise  from 
its  own  excessive  irritability,  are  here  given  by  the  artificial  stimuli,  but 
the  effect  is  the  same.  In  this  third  stage  the  conduction  from  auricle 
to  ventricle  is  reduced  or  completely  destroyed,  and  this  change  differs 
from  the  impairment  of  the  conduction  seen  in  the  earlier  stages  in 
being  due  to  the  direct  action  on  the  muscle  and  not  to  the  inhibitory 
mechanism.  In  fact  in  the  third  stage  the  latter  is  not  an  important 
factor*  the  increased  excitability  and  decreased  conduction  both  arising 
from  the  direct  heart  action. 

Throughout  the  whole  course  of  the  intoxication  the  ventricles  beat  in 
unison,  and  the  two  auricles  also  maintain  the  same  rhythm  throughout^ 
but  the  rhythm  of  the  ventricles  may,  as  has  been  stated,  be  entirely 
different  from  that  of  the  auricles  in  either  the  second  or  third  stage. 
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Almost  all  the  features  observe*!  in  the  frog's  heart  under  digitalfs 
may  also  be  found  in  the  mammals,  and  in  addition  the  latter  shows  the 
effects  of  inhibitory  stimulation  which  are  not  seen  in  the  frog.  The 
inhibition  is  the  cause  of  the  slow  rhii*thm  and  block  in  the  earlier 
phases  of  digitalis  action  in  the  healUiy  mammalian  heart,  and  the 
direct  action  on  the  conducting  fibres  can  be  made  out  only  in  the  late 

stages   of   poisoning;  in 
Fig.  49  the  frog,  on  the  other 

hand,  the  slowing  and 
block  arise  from  the  direct 
action  only.  In  the  mam- 
malian heart  in  extreme 
malnutrition  the  reaction 
resembles  that  in  the  frog; 
the  rhythm  is  slowed  and 
the  conduction  is  impaired 
through  direct  action  on 
the  rardiac  muscle,  for  it  is 
not  prevented  by  atropine 
which  excludes  all  inhib- 
itory actiA'ity.  For  ex- 
ample, a  mammalian  heart 
perfused  for  some  time  with 
Ringer's  solution  reacts  to 
digitalis  by  slowing  and 
block,  just  as  a  frog's  heart 
does  (Fig.  51).  This  reac- 
tion of  the  ill-nourished 
heart  to  digitalis  is  of  im- 
portance, as  in  the  condi- 
tion in  which  it  is  specific  in 
therfli>eutic5  there  is  every 
reason  to  believe  that  the 
heart  is  suffering  from  mal- 
nutrition and  fatigue. 

VeBselfl. — Small  quanti- 
ties of  digitalis  and  its 
allies,  such  as  are  used  in 
medicine^  have  no  direct 
action  on  the  bloodvessels, 
but  larger  amounts  induce 
changes  in  the  muscular 
coat  which  present  some  analogy  to  the  changes  in  the  heart  muscle. 
The  latter  is  much  more  sensitive  to  the  glucosides  than  the  arterial 
walls  however,  and  an  amount  of  digitalis  which  is  capable  of  acting 
on  the  vessels,  proves  fatal  to  the  lieart  in  the  course  of  a  few  minutes. 
The  vascular  action  has  thus  no  therapeutic  importance.  It  may  be 
observed  by  perfusing  the  surviving  vessels  with  digitalis  in  Ringer*3 


TradiiRB  of  fiurjck'  ("PIHitJ  and  ventricJe  (lower) 
in  third  atage  of  digitalifi  action.  Auricle  nmJ  ve^i^ 
trictc  each  beating  rnguiarly  but  at  diJTereiiii  raU-A. 
The  ]ev«FV  move  dowuwaid  in  8yiiol«p  upwju-d  in 
diastole 
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solution;  in  these  experitneiits  it  is  found  that  very  dilute  solutions 
have  a  tendency  to  dilate  the  vessels,  more  especially  those  of  the 
kidne\'and  limbs  (Kasztari, 
Fahrenkamp]^  while  in 
greater  concentration  tJie 
vessels  are  wnifornily  con- 
tractecL  It  is  possible  to 
find  a  strength  of  solution 
wliich  dilates  the  renal  ves- 
sels when  perfused  through 
theiii  and  contracts  those 
of  the  mesentery;  and  it 
may  be  added  that  this 
solution  perfused  through 
the  coronary  vessels  of  the 
heart  arrests  it  in  systole 
in  a  short  time.  But  more 
attention  has  been  paid  to 
the  market!  contraction  of 
the  vessels  which  is  seen 
on  perfusing  more  con- 
centrated solutions  through 
them.  The  glucosides  vary  considerably  in  their  power  of  contracting 
the  vessels  when  thus  perfused;  digitoxin  is  distinctly  more  powerful 
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Tradns  of  the  ventricular  muvoinenta  of  a  rabbit'*  heart  perfused  with  Kinjctr's  aolutiun 
oontaininK  Mropioc.  ^4  aod  B,  uurmal.  C,  Aiter  th«  additjan  of  atrophnutbrn.  uae  part 
io  500,000,  and  atropiiie.  The  beat  la  slower.  Id  D  aliU  ipvnter  alv«iDg  and  blof^k.  the 
vonCriele  beating  once  tf>  the  aurida'a  twice.  In  E  the  aurirle  was  bealing  four  limes  &a 
|a*t  a«  the  veotncLe;  the  amalL  runvementa  during  the  pause  l>Dtwe«n  the  i.'9QtriculaT 
CJontrncliuiU  Mtxie  from  auriculaT  beats. 

than  strophantliin  in  contracting  them  and  has  a  more  limited  action 
in  dilating  them.    The  different  vessels  also  vary  in  tlieir  reaction. 


FiQ,  50 


Tracing  o(  the  ventricuUr  movementa  ifi  the  \jat 
fitase  of  digitalis  poiftoning.  The  lever  moves  utn 
wards  in  ayetoLe.  The  charai:  tens  tic  feature  is  (ha 
extreme  irrcgulxkHt>\  tio  two  cuntjactionfi  reaebiblintf 
each  other  in  fonu  or  fltrengtb. 


410  SUBSTANCES  ACTING  AFTER  ABSORPTION 


those  of  the  intestinal  area  contracting  more  readily  than  those  of  the 
kidney,  which  again  appear  less  susceptible  than  those  of  the  limbs 
and  brain;  the  coronary  arteries  of  the  heart  appear  to  resemble  those 
of  the  limbs  in  contracting  when  digitoxin  is  perfused  through  them, 
while  strophanthin  has  Httle  effect  on  their  calibre;  but  in  the  living 
animal  more  blood  is  found  to  pass  through  the  coronary  under  digitalis 
and  also  under  strophanthin. 

The  Blood-pressure, — The  changes  in  the  heart  and  vessels  are  refiected 
in  the  blood-pressure,  and  it  is  possible  that  an  additional  factor  may 
be  involved  in  the  action  of  some  of  the  glucosides  on  the  vasomotor 
centre* 

In  man  therapeutic  doses  of  digitalis  have  not  been  found  to  cause 
any  appreciable  change  in  the  arterial  tension;  but  this  statement  must 
be  qualified  by  the  addition,  that  in  those  cases  in  which  digitalis  is 
most  beneficial,  the  blood-pressure  cannot  be  satisfactorily  determined. 
In  animals,  however,  quantities  of  digitalis  which  are  sufficient  to 
affect  the  heart  do  not  increase  the  blood^pressure  appreciably.  The 
increased  efficiency  of  the  heart  in  itself  in  the  first  stage  would  increase 
the  arterial  tension,  but  this  appears  to  be  compensated  by  a  slight 
diminution  in  the  tone  of  the  vasomotor  centre,  which  reduces  the 
resistance  in  the  peripheral  vessels  and  thus  permits  a  freer  passage 
to  the  blood.  In  other  words,  an  augmented  efficiency  of  the  heart 
must  lead  to  a  rise  In  blood-pressure  if  the  vessels  remain  unchanged 
in  calibre,  but  may  lead  to  an  accelerated  flow  through  the  tissues  if 
the  vessels  relax  in  proportion  as  the  output  of  the  heart  increases. 
Such  an  acceleration  of  the  circulation  hag  been  observed  repeatedly 
under  small  quantities  of  digitalis  in  animals.  The  reduction  in  the 
tone  of  the  vasomotor  centre  is  not  due  to  the  glucosides  directly,  but 
arises  from  the  increased  efficiency  of  the  heart,  whicli  supplies  a  larger 
amount  of  blood  to  the  brain  and  thus  reduces  the  activity  of  the 
centre* 

As  long  as  this  compensatory  action  persists  in  the  vasomotor  centre, 
the  blood-pressure  does  not  rise  from  the  cardiac  action;  in  man  this 
balance  between  the  heart  and  the  vasomotor  centre  is  more  perfect 
than  in  the  lower  mammals  owing  to  the  development  of  the  upright 
posture,  and  in  man  changes  in  the  blood-pressure  are  thus  more 
carefully  guarded  against  and  no  alteration  is  caused  by  digitalis  in- 
creasing the  cardiac  output.  Further,  in  cases  of  heart  failure,  m 
which  digitalis  is  prescribed,  the  vasomotor  centre  is  in  a  state  of  un- 
usual activity  because  the  circulation  la  deficient  and  the  supply  to  the 
brain  can  he  maintained  only  by  constriction  of  the  peripheral  vessels. 
As  digitalis  improves  the  heart  and  increases  the  supply  of  blood  to 
the  brain,  the  vasomotor  centre  relaxes  its  activity,  and  thus^  while 
maintaining  the  brain  supply,  permits  more  blood  to  circulate  in  the 
other  vessels.  The  blood-pressure  does  not  increase  owing  to  this  com- 
pensatory factor. 

In  experhnenta  in  aniniala,  a  rise  in  blood-presaure  is  generally  observed  under 
the  members  of  this  group,  partly  because  in  the  lower  mammals  the  balance 
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ie  Jess  developed  than  in  man  and  in  addition  is  rendered  leas  active  by  the 
anesthesia,  but  mainly  becatise  much  larger  quantities  are  injected  in  arder 
to  induce  a  rapid  effect,  audi  as  4^an  be  observed  in  the  course  of  an  hour.  These 
Lar^r  doses  introduce  a  new  factor,  however,  in  the  direct  action  on  the  vessel 
walls^  which  precludes  the  compensatory  activity  of  the  vasomotor  centre,  and 
thus  the  blood-presaure  rises,  partly  froin  the  increased  efficiency  of  the  heart 
aud  partly  from  the  unusual  resistance  to  the  passage  of  the  blood  out  of  the 
arteries.  And  this  appears  to  be  the  final  result  when  digitoxin  is  injected.  But 
when  Btrophanthin,  digitalin]  or  convaHamarin  is  used,  a  further  complication 
arises,  for  these  have  a  somewhat  less  marked  vascular  action,  and  though  the 
vessels  of  the  abdominal  organs  are  contracted  in  the  same  way  es  by  digi* 
toxin^  those  of  the  extremities  dilate.  This  dilatation  is  partly  owing  to  the 
increased  pressure  in  the  interior  overcoming  the  contraction  of  the  walls, 
but  is  mainly  to  be  aecribed  to  an  imperfect  compensatory  action  of  the  vaso- 


Tnangfi  of  the  btood-pT«isura  and  the  vdume  of  the  li«  nod  of  tb«  ^^ccn  of  the  dot 
under  BtrophanthuA.  The  volume  of  the  les  incrAuen  with  the  blood-preevure,  i,  t., 
the  vewb  of  the  l«e  are  dilated;  that  of  the  spleen  diminishes.  L  e.,  tbv  v^els  are  cou- 
tracted^  10  oik.  of  atrapbaathb  were  injected  intnvcnoualy  nt  ct,  followed  by  &  ige» 
at       (GotUIeb  and  MagnuB.) 

motor  centre.  The  general  result  is  that  the  total  amount  of  blood  circulatiuj: 
per  unit  of  time  is  increased  but  this  increase  U  not  uniform  in  the  different 
organs*  Thus  both  strophanthin  and  digitalis  accelerate  the  flow  through  (he 
lungs  and  through  the  peripheral  muscles  (Edmunds),  while  their  effects  on 
the  abdominal  organs  may  be  to  slow  the  current^  to  accelerate  it,  or  to 
leave  it  unaltered,  according  to  the  relative  degree  of  action  on  the  heart  and 
on  the  vessels. 

It  follows  that  in  animal  experiments  the  blood  tends  to  accumulate  on  the 
arterial  side  at  the  expense  of  the  venous,  for  more  blood  is  pumped  into  the 
arteries  and  it  has  greater  difficulty  in  escaping.  But  while  under  digitoxin 
the  different  regions  of  the  body  appear  to  be  equally  affected,  strophanthine 
digitalin,  and  convallamarin  not  otily  tend  to  accumulate  the  blood  on  the 
arterial  side,  but  divert  it  from  the  internal  organ*  to  the  hmbs,  Xn  man,  there 
being  no  increase  in  the  peripheral  reeistance,  the  increased  efl5ciency  of  the 
heart  must  lead  to  an  acceleration  of  the  circulation. 
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When  the  extreme  s]<»\viuj^  of  tlic  sccoml  stage  appears  in  anima!  experiments, 
tlie  output  of  the  heart  is  reiiuced,  and  the  preseui'e  in  the  norta  and  the  velocity 
af  the  blood  may  tecoiue  aubiiumml  (Fig.  53).  When  the  ac<H?leration  of  the 
third  Mage  follows,  the  output  is  ngain  augsnetited  and  the  constriiition  of  the 
vessels  is  more  developed;  the  blood-pressure  rises  again  but  the  heart  soon 
becotuea  irregular  in  the  forte  of  [is  contractions,  the  output  varies  from  secotid 
to  secondj  and  the  pressure  in  the  aorta  falls  slowly.  The  blood-pressure  tracing 
shows  the  irregularity  of  the  heart  more  or  less  accurately,  but  must  not  be 
taken  to  indicate  at  all  the  real  condition  of  that  organ,  as  the  constriction  of 
the  arterioles  varies  at.  different  tunes.  Eventually  the  pressure  falls  to  asero, 
when  the  heart  ceases. 

In  experiments  on  animals  with  large  doses,  the  pressure  in  the  pulmonary 
artery  is  not  increased  by  slrophaiithio,  but  rises  under  digitalis  from  constric- 
tion of  the  vessels  similar  to  that  s^nn  in  the  syat-emic  circulation.  The  action 
on  che  right  heart  is  similar  to  that  on  the  left  in  all  particulars. 


Fiu.  33 


C  D  E 

Blood-pressure  tracing  utidor  digit&lia.  A,  normal;  B,  ther&peutio  otagfi;  exceS' 
sLve  inhibition  cuuatng  n  low  blood-proasure  frum  leBsetivd  output  of  the  heArt>  D»  ex- 
ceBsive  iiihihil Lnti  with  Bcjme  irregularity  in  rhythm.  E,  third  Btaee  of  irregularity,  during 
which  the  blcNDd-prcitaurB  rwea  ag&iu  (ram  the  iacreased  output  of  the  heart  and  the  /urther 
eautr&ctioo  of  the  vcbkIs, 

Action  on  the  Eenal  Secretion. — When  digitalis  was  first  introduced 
to  tbe  notice  of  the  mediea!  profession  by  Withering,  it3  action  on  the 
heart  was  not  appreeiated.  Withering  used  it  only  to  remove  accu- 
mulations of  fiuid  from  the  body,  which  it  aocoinplished  by  increasing 
the  secretion  of  urine.  This  oljservation  of  Withering  was  soon  con- 
finned  by  further  experience  in  the  use  of  this  drug,  but  it  was  long 
disputed  whether  this  diuretic  action  occurred  in  health,  or  whether  it 
was  not  confined  to  cases  in  which  pathological  accumulation  of  fluid 
were  present.  Digitalis,  however,  as  is  now  conceded  by  almost  everyone, 
causes  some  increase  in  the  quantity  of  urine  secreteil  by  the  normal  ani- 
mal, although  this  is  small  compared  with  that  in  cases  of  dropsy.  The 
fluid  of  the  urine  is  much  more  largely  augmented  than  the  scjlids.  though 
tht^se  are  also  increased.  This  increase  in  the  uritie  arises  not  from  a 
direct  action  on  the  kidney,  such  as  is  met  with  under  caffeine,  but  only 
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mdirectly  through  the  changes  in  the  circulation;  the  kidney  sliarea  in  the 
general  af*celeration  of  the  b|o<»d -current  and  functions  more  vigorously. 
In  experiments  on  animals  it  is  stated  that  small  quantities  of  digitalis 
constrict  the  vessels  of  the  kidney  less  than  those  of  the  intestine  and 
thus  divert  more  blood  to  the  kidney,  while  larger  doses  contract  the 
renal  veasels  along  with  those  of  the  other  ahdominal  organs  (Gottlieb 
and  Magnus).  And  in  accortlance  with  tliis  it  has  been  observed  that 
a  larger  diuresis  sometimes  follows  from  moderate  doses  than  from  very 
large  ones,  and  that  the  diuresis  does  not  occur  at  the  maximum  blood- 
pressure,  but  before  or  after  this  point;  the  diuresis  arises  then  from  tlie 
augmented  efficiency  of  the  heart  and  not  from  any  vascular  action.  This 


ABB  D'  i^" 

Diagram  reprewntine  the  Bccrotion  ar  urine  in  a  rabbit  uiidi.T  digiUkliB.  Each  fee- 
tangle  r«pre9ent4  the  nraouDt  of  urine  secreted  in  ton  minut<<«.  A  and  B«  nomiaJ  aerrction. 
Id  the  neit  tea  minutea  bl  bih&LI  dose  of  digitaLis.  D.  was  injcct&d  intravenously  and  h  rapid 
increase  in  the  Becretion  followed.  At  ly  and  D*.  further  injections  wore  made,  efteb 
being  siir<M:^ed  by  ■  ransiderably  augmeDted  6ow  of  urine.  The  dotted  tine  rvprpBcnt* 
the  average  blood-prpAaure  at  each  period.  It  will  be  obflerved  that  each  ihjf^etioii  ib 
followed  by  some  incTeaim  in  the  arterial  teusion*  Contrast  F'ik-  21  (p^  as  to  the 
amount  of  the  Becretion,  utd  aUo  oa  to  the  behavior  of  the  btowJ-preiBUre, 


augmented  efficiency  improves  the  nutrition  and  promotes  the  acti\ity 
of  the  kidney  and  at  the  same  time  leads  to  a  more  rapid  circulation 
in  the  lymphatic  system,  and  any  accumulation  of  fluid  in  the  body 
tends  to  be  absorbed  into  the  bloodvessels  and  to  be  excreted  by  the 
kidney. 

The  Changes  in  the  Circulation  in  Man  can  be  followed  only  imper- 
fectly becftuso  there  is  as  yet  no  means  of  measuring  the  strength  and 
efficiency  of  the  heart  contractions.  In  many  cases  no  definite  alteration 
in  the  rhythm  follows  digitalis  treatment  even  when  it  is  pushed  until 
nausea  and  vomiting  occur.   In  others,  the  pulse  Ls  dbtiiictly  slower, 
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straiger  and  fulter  than  before  the  admitustratioD  of  the  drag.  It 
imiflt  be  added  that  the  strength  of  the  pulse  is  not  to  be  regarded  as  a 
glUge  <A  the  changes  in  the  cardiac  muscle,  for  it  is  due  not  only  to  the 
increased  strength  of  the  cardiac  contraction,  but  also  to  the  slow  rh\'thii]. 
When  the  heart  is  beating  rapidly,  the  arteries  have  no  time  to  empty 
themselves  completely  and  the  pulse  is  small,  while  on  the  other  hand, 
when  digitalis  slows  the  heart,  the  arteries  have  time  to  empt>'  their 
contents  into  the  capillaries  before  the  next  contraction  occurs,  the 
walls  therefore  become  more  flaccid,  and  a  new  wave  of  blood  caus^ 
a  more  distinct  impulse.  Irregularities  are  frequently  met  in  these 
cases  under  digitalis,  but  these  will  be  discussed  under  the  therapeutic 
uses;  in  other  instaaoes  a  previously  irregular  pulse  becomes  less 
irregular.  In  cases  in  which  the  pulse  remains  unchanged  in  rate^  there 
may  be  other  evidences  of  the  action  of  the  drug,  such  as  an  increase  in 
the  secretion  of  urine  or  relief  of  dropsy  or  of  dyspnoea.  In  fever  and 
after  hemorrhage  the  pulse  is  especially  liable  not  to  show  any  slowing 
after  digitalis.  Electrocardiographic  records  show  that  in  most  cases 
the  pause  between  the  auricular  and  ^'ent^iculn^  contractions  is  length- 
ened, indicating  that  the  conduction  is  impaired,  and  some  modification 
of  the  ventricular  wave  has  also  been  described  (Cohn). 

The  blood-pressure  is  not  augmented  in  man  to  any  extent  per- 
ceptible by  the  methods  in  use  for  measuring  it  clinically,  and  in  some 
instances  it  is  distinctly  reduced,  as  has  been  stated  already  (p.  408). 

In  fever  the  Temperature  is  not  infrequently  reduced,  although  it 
remains  unchanged  after  the  administration  of  digitalis  to  the  normal 
animal.  This  action  is  said  by  some  to  be  the  result  of  collapse,  while 
otliers  believe  it  to  be  due  to  the  changes  in  the  circulation,  but  neither 
of  these  seems  to  be  a  very  happy  explanation.  It  has  been  stated 
already  that  the  members  of  this  series  act  as  stimulants  to  some  parts 
of  the  central  nervous  system,  and  a  possible  explanation  of  their 
antipyretic  action  would  be  an  increased  activity  of  the  temperature- 
controlling  centres-  It  has  been  shown  by  Harnack  that  several  central 
nervous  stimulants,  including  picrotoxin,  cause  a  fall  in  the  temperature 
in  this  way. 

Absorption  and  Distribution. — The  glucosides  of  this  series  are  peculiarly 
susceptible  to  destruction  by  the  ferments  of  the  alimentary  tract,  and 
there  is  no  doubt  that  a  part  of  those  taken  by  the  mouth  is  rendered  inert 
in  the  stomacli  and  bowel.  After  a  dose  of  digitalis  leaves,  the  glycoside 
may  be  found  in  the  stomach  and  upper  part  of  small  intestine  but 
none  reach  the  large  bowel  unchanged.  In  addition^  the  absorption  is 
very  slow  from  the  alimentary  tract;  it  follows  that  only  a  small  frac- 
tion of  the  drug  administered  by  the  mouth  ever  reaches  the  heart. 
On  h^'podermic  injection,  the  glucosides  cause  marked  local  irritation, 
and  a  considerable  proportion  also  seems  to  undergo  decomposition,  for 
much  larger  quantities  are  required  to  induce  changes  In  the  heart  than 
are  necessary  by  intravenous  application.  After  the  ingestion  of  large 
amounts,  some  glucoside  is  said  to  have  been  found  in  the  liver»  but 
none  is  detected  in  the  heart  or  other  organs  and  the  blood  seems  to  be 
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free  from  it  soon  afterward.  Some  of  the  principles  have  been  found  in 
the  urme  and  fieces,  so  both  kidney  and  gut  share  in  the  excretion. 

Even  after  they  reach  the  blood  the  bodies  of  this  series  are  slow  in 
affecting  the  heart,  while  on  the  other  hand  their  action  is  very  pro- 
longed, the  heart  only  regaining  its  ordinary  rate  several  days  after  the 
drug  has  been  stopped.  If  the  dose  be  repeated,  the  action  therefore 
becomes  more  and  more  marked  (cumulative  action)  as  the  glucoside 
increases  in  concentration,  and  a  dose  which  improves  the  condition 
at  first,  may,  if  continued,  lead  to  the  second  phase  of  poisoning.  The 
different  glucosides  differ  in  the  duration  of  their  action;  thus  Hatcher 
estimates  that  seven-eighths  of  the  strophanthin  in  the  tissues  is 
elimuiated  within  twenty-four  hours,  while  half  the  principles  of  digitalis 
remain  active  after  four  days-  It  is  still  undetermined  what  organs 
or  tissues  retain  the  glucosides  and  none  of  tliem  have  been  shown  to 
be  capable  of  destroying  them.  Straub  has  pointed  out  that  the  action 
of  strophanthin  on  the  frog's  heart  is  determined  by  the  concentration  in 
which  it  is  applied  and  not  by  the  total  amount  of  the  glucoside  supplied; 
for  example,  if  ten  drops  of  a  solution  circulating  through  the  excised 
heart  are  insufficient  to  bring  it  to  a  standstill,  one  hundred  drops  of 
the  same  solution  will  have  no  more  effect,  though  ten  drops  of  a  solution 
of  double  the  strength  will  arrest  it.  From  this  he  deduces  that  stro- 
phanthin is  not  taken  up  by  the  muscle  by  any  selective  action,  but  only 
penetrates  the  cells  in  the  concentration  of  the  solutions;  and  in  con- 
firmation of  this,  neither  Straub  nor  others  have  been  able  to  find  the 
glucoside  in  the  heart  muscle,  while  the  fluid  remaining  in  the  cavity 
has  lost  almost  none  of  its  toxic  action  if  applied  to  a  second  heart* 
From  the  minimal  amount  of  strophanthin  which  is  necessary  for  action 
on  the  heart  Straub  draws  the  conclusion  that  strophanthin  acts  by 
changing  the  membrane  of  the  heart  cells,  but  this  cannot  be  accepted 
as  established.  Some  others  of  the  series  have  been  found  to  the  t^ken 
up  in  larger  quantity  by  the  heart. 

Tolerance,— Some  species  of  animals  tolerate  much  larger  quantities 
of  the  digitalis  bodies  than  others.  For  example,  the  snake  and  toad 
are  not  poisoned  by  amounts  which  would  be  fatal  to  the  frog*  This 
arises  from  the  tissues  of  these  tolerant  animals  not  being  susceptible 
to  the  poisons,  and  not  from  any  difficulty  in  absorption  or  rapidity 
of  excretion;  for  the  isolated  hearts  in  these  animals  show  the  seme 
refractory  behavior  as  the  intact  animal.  Among  the  mammals,  the 
rat's  heart  has  been  shown  to  be  much  less  susceptible  to  the  action 
of  these  bodies  than  the  rabbit's.  Tolerance  has  not  been  shown  to  be 
acquired  for  digitalis  and  its  allies  through  their  prolonged  use* 

The  di^talis  bodies  weaken  and  eventually  paralyze  the  Muscles  and  the 
terminations  of  the  peripheral  NOTTOS  of  the  frog.  For  thia  purpo&e  it  has 
to  be  applied  in  quantities  which  would  at  once  stop  the  mammalian  heart, 
and  ihh  actioa  certainly  never  even  commence  in  warm-blooded  animals. 
Large  quantities  of  digitalis  are  said  to  act  on  the  unstrlated  muscle  of  several 
orgaiiB,  Huch  gs  the  stomach  and  uterus,  and  to  inereajse  their  movements,  and 
this  certainly  occurs  in  excised  organs  exposed  to  aoJutions  of  the  glucosides. 
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Preparatioxs. 

DiffitaUs  \X\  S.  r.\  Difitalis  Polift  -.B.  P.^.  fox^re,  the  leaves  ctf  DigiUlis 

purpurea  oolleoteil  from  plautf  of  The  iecond  year's  growth.  0.06  G.  (1  gr.); 
B.  P.,  \-2  p".  in  pill  form. 

IxFVSVM  DwiTAUs,  U.  S,  P..  4  niils  ^  fl.  dis-V  B.  P.,  2-4  fl.  drs. 

TixcTi  RA  PioiTAU*  vV.     P-.  B.  P.  .  0.5  mil     mins.);  B.  P.,  5-15  nuns. 

'*  Digitidim"  of  ooiiuiieroe  varies  muofa  in  composition  and  in  doee,  some- 
times proving  entirely  inon,  while  ai  oiber  times  it  has  proved  poisonous  in 
comparatively  small  quantities^  OrjsiAiline  dieitaline  very  often  consists 
lar^ly  of  dtpionin.  which  is  quite  ilevoid  o:  the  digitalis  action.  Other  prep-  ■ 
arations  seem  to  contain  much  dipiophyllin.  Di^ioxin  has  been  prescribed 
in  doses  of  ,  mg.  v  ^  i .  gr.^.  but  the  forms  at  present  on  the  market  vary  greatly 
in  strength.    />Vf^:JVf;  is  a  solution  of  impure  dicitalein  from  the  leaves.  Dose, 

1  mil  or  lo  mins.  l>\^\puT^i\tm  is  said  to  contain  the  cardiac  glucosides  of  the 
leaves  in  combination  with  t^inin  and  freed  from  most  of  the  inactive  con- 
stituents. Dose,  the  same  as  dieitalis,  Digalen  seems  to  be  a  very  weak  prepa- 
ration and  has  no  advantage  over  the  oniinary  tincture.  Digipuratum  is 
not  superior  to  the  jxiwdereil  leaf. 

The  tincture  and  infusion  arx-'  the  mc*5t  conmiotJy  used  preparations.  The 
powdered  lea\  es  may  be  gixcn  in  the  lonn  of  pills.  The  preparations  ought 
to  be  freshly  made,  and  the  infusion  and  solutions  of  "digitaline"  and  digitoxin 
must  not      kept,  as  thev  s^x^n  decompose. 

StrojOianthus  a  ■  ^-  P  \  Strofdianttu  Semina  vB.  P.\  the' seeds  of  Stro- 
phanthus  KomW  or  hispidus.  O.W  O.  il  gr.^. 

TiNCTi  RA  Stkophanthi  X- ^.  P-.  B,  P."^,  0.5  mil  ^Smins  );oflficialdaee(B.  P.), 
2-5  mins.:  efTc-cuvo  do.so.  5-10  mins 

Strophanthinvm  .1".  S.  p.  .  the  cluci-»>ide  of  Strophanthus  Komb^,  varies 
in  composition  and  in  power.  IX^-^  O.iVl  G.  -  gr.)  by  the  mouth  each  day 
or  three-founhs  of  this  by  imravonous  injection.  Ouabain,  or  crystalline  g-etn>- 
phanthin  from  Strophanihus  gnitus.  is  a  denniie  body  with  a  dose  for  intra- 
venous injection  alxnit  half  that  of  the  o*cial  strophanthin. 

Sdlla  \\' .  S.  P..  B.  P. squills,  the  bulb  of  Urginea  maritima  or  Urginea  Scilla, 
cut  into  thin  slices.   0  1  G.   1}  grs/'  in  pills. 

Ti.\CTiR.\  >c\ixjt.  V .     p.,  H.  P.  .  1  mil  15  mins.'*;  B.  P.,  5-15 mins. 

Strvpi-s  Scille  I'.  S.  P..  B.  P.\  J  mils  ,3^1  niins.^:  (B.  P.),  30-60  mins. 

Stri  pi  s  ?cill.€  Compositus  ,r.  S.  P.\  containing  senega  and  tartar  emetic, 

2  mils  30  miiis.V 

Piiul'j  Ipicc  -  v.'i^r  c  .'•(  S<r\U  :  R.  P."  .  cor.taius  5  per  cent,  opium.   4-8  grs. 

Squills  is  often  prescriUvl  ir.  pill  lonn  as  a  diuretic:  as  an  expectorant  the 
syrup  is  more  often  used.  Tiie  ctMiipound  syrup.  V.  S.  P..  or  the  pill  of  Ipecac 
and  iSquill.  B.  P..  may  Ix'  orderevi  instead  of  a  cough  mixture,  as  they  contain 
the  chief  constituents  of  such  remcvlies. 

The  importance  of  this  croup  in  therapeutics  is  so  great  that  it  is 
to  be  regretteii  that  no  adequate  mexluxl  of  chemically  estimating  the 
content  of  active  principles  is  aviulable.  For  the  crude  drugs  appear 
to  vary  in  activity  very  greatly,  and  even  when  the  attempt  is  made 
to  use  the  glucosides  tlieniselves.  the  difficulty  in  their  isolation  and 
identification  leads  to  uncertainty  in  their  dosage.  The  U.  S.  P. 
recognizes  the  advisability  of  assayiiij:  the  crude  preparations  biologic- 
ally, and  the  active  principles  may  aUo  standaniized  in  the  same 
way  see  p.  44'.  Only  by  using  these  standaniizetl  preparations  can 
there  be  any  certainty  that  the  patient  is  reiriving  a  uniform  dose  of 
these  drugs  Edmunds^. 
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Methods  of  Admiiustratioii. — For  ordinary  purposes  the  members 
of  the  digitalis  group  are  given  by  the  mouth,  and  the  most  suitable 
preparations  are  the  three  tinctures  of  digitalis,  strophanthus,  and 
squills.  These  are  generally  given  alone  in  cases  of  heart  disease, 
and  it  is  of  importance  to  remember  that  they  do  not  maintain  their 
power  if  they  are  kept  diluted  with  water*  The  tinctures  may  best 
be  sent  out  undiluted  ^ith  directions  to  take  the  requisite  dose  in  a 
wineglass  of  water.  The  best  results  are  often  obtained  from  larger 
doses  than  the  pharmacopoeias  admit;  thus  a  drachm  of  tincture 
of  digitalis  may  be  required  per  day.  The  tincture  of  strophanthua 
is  rather  stronger  than  the  tincture  of  digitalis  and  has  a  smaller  dose* 
The  tincture  of  squills  of  both  pharmacopoeias  should  be  given  in  twice 
the  phannaeopceml  dose  to  elicit  the  same  effects  as  the  tincture  of 
digitalis.  Large  doses  of  these  preparations  are  not  always  necessary, 
but  there  is  no  question  that  in  many  instances  the  failure  of  digitalis 
to  relieve  symptoms  is  due  to  the  use  of  inadequate  doses.  The  action 
of  digitalis,  strophanthus,  and  squills  differs  very  little  when  they  are 
given  in  equivalent  doses;  tincture  of  digitalis  on  the  whole  is  the  most 
reliable. 

The  so-called  pure  principles  should  not  be  given  by  the  mouth; 
strophanthin,  the  only  one  of  them  recognized  by  the  pharmacopoeia, 
undergoes  decomposition  in  the  alimentary  tract,  especially  when  given 
in  pure  form*  Ko  preparation  can  be  injected  hypoderniically  in 
efficient  amount  owing  to  the  local  irritant  action,  and  though  intra- 
muscular injections  of  strophanthin  have  occasionally  been  made, 
they  also  cause  much  pain  and  irritation.  In  emergencies  strophanthin 
may  be  injected  intravenously  in  sterilized  Ringer's  solution.  The 
injection  should  be  made  very  slowly;  not  more  than  0.5  mg.  (jis  gr.) 
should  be  given  and  this  is  generally  dissolved  in  2-5  c.c.  The  injection 
is  not  repeated  within  twenty-four  hours  except  in  special  conditions 
and  after  careful  examination  of  the  patient. 

Therapeutic  Uses. — Digitalis  has  long  been  the  sheet-anchor  in  treat- 
ment of  diseases  of  the  heart,  but  little  was  done  to  elucidate  its  clinical 
action  until  the  last  few  years  (Mackenzie).  Much  still  remains  to 
be  investigated,  but  it  has  at  least  been  determined  that  it  is  much 
more  efficacious  in  certain  forms  of  cardiac  impairment  than  in  others. 
Its  most  remarkable  therapeutic  effects  are  seen  in  cases  of  Auiicular 
flbrillatioini  for  which  it  may  be  said  to  be  a  specific  comparable  only 
to  quinine  in  malaria.  In  auricular  fibrillation,  the  impulses  arise 
in  different  parts  of  the  auricle  and  keep  that  chamber  in  continual 
incoordinate  activity  which  prevents  its  emptying  its  contents  into  the 
ventricle.  The  multitudinous  impulses  generated  in  the  auricles  descend 
irregularly  to  the  ventricle,  which  responds  with  a  rapid  beat  varying 
not  only  in  rhythm  but  also  in  strength;  many  of  the  contractions  are 
too  weak  to  expel  any  blood  into  the  aorta,  while  others  cause  large 
pulses,  and  these  are  intermixed  in  the  most  confused  fashion;  the 
pulse  is  thus  extremely  irregular  (Fig.  55),  This  irregular  heart  is  quite 
compatible  with  moderate  health  for  long  periods,  but  sooner  or  later 
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the  wigBB  d  fsilini;  drcuiatlon  appear,  the  pulse  become  ftlainuBtsly 
fspid,  aod  a  dangerous  condition  develops  quickly.  If  dtgitaHs  is  mam 
ciUjited  in  full  doses,  these  symptoms  of  heart  failure  abate  npidiy, 
oupiuveioeDt  beginning  after  24-48  hours  and  the  danger  disappearing 
to  a  few  days.  If  strophanthm  (j\-if  gr.)  is  injected  intravenously,  the 
bnprovement  begins  within  two  hours  and  is  marked  in  S-12  hours, 
la  each  case  the  pulse  falls  in  rate  and  this  slowing  proceeds  in  pro- 
portion to  the  general  improvement  and  may  be  taken  as  a  measure 
of  it,  The  heart  may  be  slowed  from  130-150  per  minute  to  5(KG0 
in  the  course  of  a  few  hours^  and  at  the  same  time  the  beats  beoocnc 
stronger  and  more  equal  in  size  and  in  time  (Fig.  55).  The  aurides 
continue  to  fihrillate  after  the  putse  is  slowed,  but  tise  ventricle  responds 
to  fewer  of  the  impulses  emitted  by  the  auricle^  either  because  fewer 
of  them  reach  the  ventricle  through  digitalis  lessening  the  conductivity 
through  the  bundle  of  His,  or  because  the  ventricle  is  unable  to  respond 
to  I  hem. 


Pu]»  truciciKB  In  9  case  of  nuHcular  bbrillatiott  lb  tnati.  before  treatment; 
&fter  nx  dayt'  tmatmeDt  with  tincture  of  digitalia  (SO  mixiA.  each  da.y)i  the  putee  ia 
slower  (62  be«l9  per  minute)  and  more  reKular.  C,  after  ten  days'  treatmeat;  pulae.  41 
p«r  miDUte^  regtilar  (apotitaheDUi  venlricular  rhythm).  <1A'indte.) 

The  slowing  of  the  pulse  in  auricular  fibrillation  does  not  arise  from 
inhibitory  action^  for  it  is  not  prevented  by  atropine;  in  fact  when  a 
patient  is  under  digitalis  and  the  pulse  is  slowed  ^  the  inhibitory*  mechan- 
ism 13  less  active  than  before  treatment  when  the  pulse  was  rapid;  this 
b  shown  by  the  fact  that  paralysis  of  the  inhibition  by  atropine  does 
not  accelerate  the  heart  so  much  under  digitalis  in  these  cases  as  it  did 
before  treatment  was  begun.  The  specific  effect  of  digitalis  and  its 
allies  in  auricular  fibrillation  must  therefore  arise  from  the  direct 
action  of  the  drug  on  the  cardiac  muscle.  Auricular  fibrillation  can 
be  induced  experimentally  in  animals  by  electrical  stimulation  of  the 
auricle,  and  when  this  is  done  in  a  healthy  heart  the  digitalis  action 
on  muscle  does  not  render  the  ventricular  beat  slow  and  regular  as  it 
does  in  auricular  fibrillation  in  man.  But  if  this  condition  is  induced 
in  a  perfused,  badly  nourished  heart,  digitalis  slows  the  ventricle  and 
makes  it  regular  exactly  as  in  clinical  cases.  The  therapeutic  action 
of  digitalis  in  aiu-icular  fibrillation  is  thus  due  to  the  specific  muscular 
action  on  conduction,  which  is  seen  tyf>ically  in  the  frog  and  in  the 
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mammalian  heart  in  malnutrition  (p.  408).  When  clinical  auricular 
fibrillation  is  not  attended  by  grave  malnutrition,  digitalis  does  not 
slow  the  pulse  materially,  while  in  some  conditions  in  which  the  heart 
is  feeble  but  no  fibrillation  is  present,  slowing  is  induced.  The  special 
action  in  auricular  fibrillation  thus  arises  from  the  extreme  malnutrition 
of  the  heart  which  often  arises  in  this  condition.  The  blood-pressure 
cannot  be  accurately  estimated  in  ai^ricular  fibrillation  owing  to  the 
irregularity  of  the  pulse,  and  it  is  therefore  unknown  whether  it  is 
altered  under  treatment;  Stewart  found  the  rate  of  the  blood  flow 
through  the  hand  distinctly  increased  in  these  cases  when  treated  with 
digitalis,  that  is  the  condition  of  the  heart  and  its  output  both  improved 
while  the  pulse  rate  fell. 

FiQ*  fie 

l/''\/V'fVv_J^^/^J'V^ — Tvn — o/ 


Tr&ciDg  of  the  rsdi&I  pube  (below)  nod  of  the  b«Ar&-ap«x  (^bove)  io  h  t»K  of  auticuJ&r 
fibrillation  treated  with  difiitBliB  tincture.  The  Bp«t  tr&cios  show*  ^upled  beau  (bi^em- 
inufl),  «ach  normi.!  contnctioo  being  foUowed  by  s  rapid  wcoadvy  best;  these  accoodaTy 
bentfl  fu^  not  vtronR  enough  to  eicpd  blood  into  tb«  ftorta  are  not  indicated  on  Lhv 
radial  tracingi  {Wiodle.) 

Not  infrequently  in  this  condition  the  dose  has  to  be  very  large,  and 
if  it  be  continued  the  patient  suffers  from  nausea  and  vomiting.  Or 
the  pulse  may  fall  to  about  40  per  minute  (Fig.  55)  and  become  regular; 
the  ventricle  now  receives  no  impulses  from  the  auricle,  but  has 
developed  its  own  spontaneous  regular  rhythm.  More  frequently  the 
heart  develops  the  higeminus  form  shown  in  Fig.  56^  in  which  each  full 
beat  is  followed  very  quickly  by  a  secondary  one;  here  the  large  con- 
tractions arise  from  auricular  impulses,  but  the  excitability  of  the 
ventricle  has  risen  to  a  point  at  which  it  also  discharges  impulses,  and 
this  coupled  rhythm  is  the  result.  These  are  all  indications  that  the 
drug  has  been  pushed  too  far,  and  they  all  disappear  when  the  dose  is 
reduced* 

In  some  cases  of  auricular  fibrillation  in  which  the  heart  is  not  much 
accelerated,  digitalis  has  no  such  striking  effect  though  improvement 
occurs  under  it.  And  when  fever  is  present  from  any  cause,  it  often 
fails  to  reduce  the  pulse  very  much.  The  tincture  may  be  given  up  to 
one  drachm  a  day  if  the  danger  is  not  pressing,  the  dose  being  reduced 
if  necessary  after  a  few  days.  In  greater  urgency,  strophanthin  (s-Jn^ 
T^^  gr.)  may  be  injected  intravenously,  and  the  treatment  continued 
by  digitalis  by  the  mouth;  the  effects  of  the  strophanthin  will  be 
passing  off  before  the  digitalis  begins  to  act;  or  strophanthus  or  squills 
may  be  substituted  for  digitalis.  After  the  emergency  has  passed,  the 


420 


SUBSTANCES  ACTING  AFTBR  ABSORPTION 


dose  of  digitalis  necessary  to  keep  the  pulse  fairly  low  is  found  by 
graduafly  reducing  the  daily  dose,  and  this  amount  may  have  to  be 
taken  for  a  long  time  or  even  taken  at  intervals  throughout  life,  for 
the  underlying  condition  of  auricular  fibrillation  persists  in  spite  of  all 
treatment. 

In  Other  Torms  of  Heart  Disease  the  eifacts  of  digitalis  are  less  spec- 
tacular than  in  auricular  fibrillation,  and  although  improvement  un- 
doubtedly results  from  the  treatment,  there  is  no  such  guide  as  is  offered 
by  the  slowing  of  the  pulse  jn  fibrillation.  It  is  therefore  not  always 
easy  to  determine  how  far  the  improvement  is  to  be  attributed  to  the 
digitalis  and  how  far  to  such  auxiliaries  as  rest  and  general  treatment. 
Such  measurable  s™ptoms  are  often  presented  as  dropsy*  however, 
and  the  fall  in  weight  from  diuresis  under  digitalis  b  as  significant 
evidence  as  the  fall  in  pulse  rate  in  fibrillation.  Few  accurate  observa- 
tions are  as  yet  available  except  in  auricular  fibrillation,  but  they  suffice 
to  show  that  the  beneficial  action  of  digitalis  is  not  confined  to  this 
special  form  of  heart  disease-  In  general  terms  it  may  be  said  that 
improvement  is  seen  in  a  large  number  of  conditions  in  which  the 
efficiency  of  the  heart  is  impaired  and  the  blood  is  no  longer  pumped 
from  the  venous  reservoirs  to  the  arteries  in  adequate  amouut.  The 
deficient  circulation  no  longer  suffices  to  maintain  the  nutrition  of  the 
tissues,  including  the  heart,  and  dilatation  of  the  heart  chambers, 
congestion  of  the  lungs,  CE<lema  and  dropsy  follow;  the  kidneys  and 
other  organs  become  overfilled  with  venous  blood  and  the  whole  economy 
is  thrown  into  disorder.  The  treatment  obviously  comprises  rest  to 
relieve  the  strained  organs,  along  with  some  member  of  this  series  to 
increase  the  strength  of  the  contractions  of  the  heart  and  thus  to  com- 
pensate for  the  disorders  which  are  the  primary  cause  of  the  condition. 
And  under  digitalis  such  improvement  occurs;  the  congestion  disappears, 
the  kidneys  secrete  more  rapidly  and  drain  off  the  accumulations  of 
fluid  in  the  tissues  and  cavities  of  the  body*  The  heart  itself  is  better 
nourished  through  the  acceleration  of  the  bloodstream,  and  is  now 
able  to  hypertrophy  in  order  to  meet  the  strain  tlirown  upon  tt  by  such 
damages  as  destruction  of  the  valves.  The  only  action  of  the  lirug  which 
seems  to  be  necessary  for  this  pupose  is  its  power  to  increase  the  strengtli 
of  the  contraction;  how  far  the  contractions  are  actually  strengthened 
in  these  cases  cannot  be  determined,  as  no  method  is  known  by  which 
this  can  be  measured.  It  is  possible  that  the  dilatation  of  the  heart 
may  be  reduced  by  the  muscular  action,  as  occurs  in  animal  ejtperlments, 
but  here  again  it  is  difficult  to  measure  the  improvement  in  man.  But 
if  such  an  effect  follows  either  from  the  direct  action  of  the  drug  or  as  a 
result  of  the  improved  nutrition*  it  may  tend  to  compensate  for  tlie 
imperfection  of  a  diseased  valve  by  narrowing  the  orifice  during  diastole. 
And  as  the  auricle  is  improved  by  digitalis,  it  may  empty  itself  more 
completely  into  the  ventricle  and  perhaps  relieve  the  venous  stasis  in 
this  way.  Tlie  increased  contraction  of  the  papillary  muscles  may  also 
aid  in  the  therapeutic  effect  by  closing  the  valves  more  completely. 
The  improvement  in  these  cases  is  thus  readily  intelligible,  but  further 
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observation  is  required  before  the  details  of  the  action  can  be  established. 
In  some  of  these  patients  digitalis  slows  the  pulse,  but  this  is  not  an 
essential  factor  in  the  inipro^'ement,  for  the  improvement  h  not  more 
rapid  than  in  similar  instances  iii  which  no  such  change  occurs. 

The  beneficial  action  of  digitalis  is  generally  stated  to  be  more  obvious 
in  disease  of  the  mitral  than  in  that  of  the  aortic  valves.  This  view 
may  have  arisen  from  the  fact  that  auricular  fibrillation  is  often  accom- 
panied by  mitral  disease.  In  some  cases  of  aortic  valve  failure  digitalis 
is  undoubtedly  of  value,  but  there  seems  some  reason  to  doubt  whether 
it  is  as  often  efficacious  as  in  mitral  disease  even  when  the  fibrillation 
cases  are  excluded.  It  is  sometimes  stated  that  in  aortic  regurgitation 
digitalis  is  dangerous  owing  to  its  prolonging  the  diaatoiic  uiterval  and 
thus  allowing  more  time  for  the  blood  to  flow  back  from  the  aorta.  In 
very  many  cases,  however,  the  heart  is  not  slowed  and  there  is  thus  no 
prolongation  of  the  diastole;  and  it  seems  unlikely  that  even  when 
slowing  occurs  it  is  sufficient  to  counterbalance  the  benefits  of  the 
stronger  contraction  in  systole*  In  experimental  lesions  of  the  aortic 
valves  in  animals,  digitalis  is  found  to  improve  the  efficiency  of  the 
heart  and  a  smaller  mortality  occurs  in  animals  under  treatment  than 
in  the  controls. 

On  the  right  side  of  the  heart  the  same  action  occurs  as  on  the  left, 
and  in  dilatation  of  the  right  heart,  such  as  occurs  in  some  pulmonary 
diseaseS]  digitalis  and  its  allies  are  beneficial,  apparently  by  increasing 
the  strength  of  the  ventricular  contraction. 

In  the  majority  of  these  non-fibrillating  eases  the  pulse  h  not  slowed 
more  than  can  be  accounted  for  by  the  rest  and  general  treatment.  In 
a  certain  proportion,  however,  distinct  slowing  is  observed  as  the  heart 
comes  under  the  influence  of  the  drug,  or  the  pause  between  the  con- 
tractions of  the  auricle  and  ventricle  is  lengthened;  and,  as  this  generally 
disappears  under  atropine,  it  is  obviouslj'  inhibitory  in  character  in  most 
cases  and  thus  different  from  the  slowing  seen  under  digitalis  in  auricular 
fibrillation*  Cohn  states  that  the  T-wave  in  the  electrocardiogram 
shows  alterations  from  direct  action  on  the  heart  muscle. 

As  regards  the  irregularities  in  these  non-fibrillating  cases,  there  is 
no  reason  to  believe  that  digitalis  has  any  direct  action  on  them,  though 
they  may  disappear  in  the  course  of  treatment  as  the  result  of  the 
improved  nutrition  of  the  heart- 
On  the  other  hand,  the  use  of  digitalis  sometimes  gives  rise  to  irregu- 
larttieSp  and  the  character  of  these  has  received  a  good  deal  of  attention 
of  late  years.  The  first  form  arises  from  the  muscular  action,  which 
may  increase  the  excitability  of  the  ventricle  or  auricle  so  much  that 
spontaneous  beats  (extrasystoles)  arise  (Fig.  57).  These  are  not  of 
great  importance,  but  the  heart  should  be  carefully  watched  and,  if 
possible,  the  dose  should  be  reduced.  Other  forms  arise  from  the 
stimulation  of  the  inhibitory  mechanism,  which,  as  has  been  stated 
occurs  in  a  certain  proportion  of  patients  and  which  may  become  very, 
marked*  This  vagus  stimulation  merely  slows  the  heart  in  the  milder 
forms,  the  beats  remaining  regular.   Or  the  slowing  which  occurs  in 
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normal  people  in  correspondence  with  the  breathing,  may  be  exaggerated, 
and  the  slow,  powerful  contractions  cause  an  unpleasant  sensation  in 


Fto.  67 


The  lowest  tracing  ia  given  hy  the  radial  artery,  the  next  by  the  jiigulai-  vem.  while 
the  time  la  ^ven  id  one-firth  tecoads  above.  Id  the  jugulaf  tracing  a,  a',  indicate  the 
fturicul&r  contractfotiH.  tu  the  radial  traoinf,  the  t^rge  beats  ate  the  normq]  pulse  w&vea; 
at  X,  a  prem&ture,  weak  contrnction  or  the  ventnde  occurs  (extraayaloloj ,  Arising  from  th« 
inereued  spontan^ua  irrit&bility  of  that  cbaiuber  induced  by  digitalis.  The  l&rger 
siie  of  q'  io  du«  to  the  fact  that  wbeo  the  auricle  cDatracta  the  veatride  la  olre&dy  in 
Byalole,  atid  therefore  cannot  receive  the  autioular  contents,  which  &re  thus  aent  back 
into  the  veins,  producing  this  larger  wave.  (MactcensieO 
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Traciiii^  from  the  radial  artery  and  the  juKular  vein  in  a  case  of  heart-diae&ae  iJeaLed 
with  dieitalia  in  larjfe  doses.  The  waves  a,  a'  od  the  jugular  tracltig  iadloaie  the 
auricular  contraction?'  and  are  saen  to  hb  perfectly  regular  in  rbytbm  throughout^  the 
auricle  is,  therefofe.  beating  regularly.  The  radial  pulaa  intermita  at  intervalB^  ahowiqg 
that  the  ventricle  has  not  responded  to  the  impulsra  which  ia  the  auricle  cave  riae  to 
the  contractions  lodicatcd  by  of.  {M-AQkotiEi^.} 

Fig.  60 


Slowing  of  the  pulse  due  to  digitalis  depressing  conductivity,  so  that  the  ventricle  fails 
to  respond  to  every  setiond  stitnulua  from  the  auricle.  While  the  veatrieie  contracted 
[orty^eiicht  times  per  miaute^  the  auricle  contrarrted  nincty-Hix  timeo^  (Mackensie,) 


the  chest.  This  occurs  when  the  vagus  is  strongly  stimulated  from  any 
cause  and  is  not  peculiar  to  digitaSis.    When  this  form  of  irregularity 
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sets  ia,  the  doae  should  be  reduced  or  the  drug  omitted  altogether  for 
a  few  days.  Not  infrequently,  a  less  obvious  vagus  effect  causes  irregu- 
larity under  digitalis;  the  passage  of  impulses  from  the  auricle  to  the 
ventricle  is  retarded  or  entirely  arrested,  from  the  conduction  through 
the  connecting  fibres  being  reduced.  Before  the  treatment  the  fibres 
were  able  to  conduct  all  the  impulses  from  the  auricle  to  the  ventricle. 
But  now  an  occasional  impulse  fails  to  pa33»  or  perhaps  only  one  of  two 
impulses  passes  to  the  ventricle.  When  an  impulse  fails  to  reach  it, 
the  ventricle  remains  in  diastole  {dropped  beat)  (Fig.  58),  and  when 
only  one-half  the  impulses  pass  to  it,  the  rh>'thm  of  the  ventricle  is 
only  half  that  of  the  auricle  (half-rhythm)  (Fig.  59).  Or  the  block 
may  be  complete,  no  impulses  passing  through  the  fibres  at  all,  and  in 
this  case  the  ventricle  takes  up  its  own  spontaneous  rhythm  (heart- 
block).  Another  form  of  block  may  occur  between  the  sinus  and  the 
auricle  (sino-auricular  block),  and  both  auricle  and  ventricle  now  intermit 
a  contraction  at  variable  intervals.  In  all  these  forms  digitalis  interferea 
with  the  passage  of  impulses  from  the  auricle  to  the  ventricle,  or  from 
the  sinus  to  the  auricle,  by  stimulating  the  inhibitory  mechanism,  which 
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IVlMc*!  pidwiu  ttUemana  due  to  digitAlu,    E^ch  puUa  period  u  of  the  uffl«  dumtioo 
while  the  sue  of  the  beAt  vuiea  rhythmically.  (Mackeniie.) 

lessens  the  conductivity  of  the  connecting  fibres.  The  irregutarit 
therefore  disappears  under  atropine  which  paralyzes  the  Inhibitory 
mechanism.  But  in  rarer  cases  the  digitalis  heart-block  does  not  arlae 
from  the  inhibitory  stimulation  but  from  direct  action  on  the  conducting 
fibres,  and  this  form  of  block  which  may  be  aino-auricular  or  auricuto- 
ventricular,  is  not  relieved  by  atropine*  The  inhibitory  block  under 
digitalis  is  similar  to  that  seen  in  experiments  on  mammals  in  the  second 
artage,  while  the  rarer  block  from  direct  action  is  the  same  as  that  seen  in 
the  frog,  in  the  ill-nourished  mammalian  hearty  and  in  the  human  heart 
in  auricular  fibrillation.  When  heart-block  occurs  under  digitalis,  the 
treatment  should  be  abandoned  or  the  dose  reduced.  Slight  slowing  in 
noa-fibrillating  cases  does  not  indicate  a  change  of  treatment.  Another 
form  of  irregularity  which  sometimes  appears  under  digitalis  Is  known  as 
puUua  aiiernans  (Fig.  60),  and  is  marked  by  an  alternation  of  strong 
and  weak  beats  of  the  radial  pulse.  This  generally  indicates  impaired  con- 
tractility of  the  ventricular  wall,  and  its  occurrence  under  digitalis  has 
not  as  yet  received  adequate  explanatioru  Finally  a  numher  of  cases 
have  been  ref>orted,  in  which  a  regular  heart  developed  auricular  fibril- 
lation under  digitalis  for  a  longer  or  shorter  period.  No  satisfactory 
explanation  of  this  phenomenon  has  been  given,  except  that  the  auricular 
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excitability  was  abnormally  augmented  by  the  drug.  The  treatment  has  to 
bestopped  immediately  am!  the  heart  soon  returns  to  its  normal  sequence. 

In  numerous  Acute  Febrile  Conditions  the  heart  becomes  affected, 
possibly  in  part  by  the  high  temperaturep  but  largely  from  the  toxic 
products  circulating  in  the  blood.  The  chief  cardiac  symptoms  are 
dilatation  with  a  weak  systole  and  a  small  "fluttering'*  pulse.  In  these 
cases  digitalis  and  other  similar  drugs  may  be  of  great  service  in  slowing 
the  accelerated  heart  and  in  increiising  the  extent  of  systole,  and  thus 
improving  the  general  circulation.  In  pneumonia  more  especially, 
great  improvement  is  often  seen  after  digitalis.  In  this  disease,  besides 
the  toxic  action  on  the  heart,  there  may  be  present  more  or  less  obstruc- 
tion of  the  pulmonary  vessels  through  pressure,  resulting  in  overwork 
and  dilatation  of  the  right  heart.  The  routine  treatment  of  pneumonia 
with  digitalis  is  often  recommended^  but  is  to  be  deprecated  on  the 
general  principle  that  a  drug  is  not  to  be  prescribed  until  some  special 
indication  for  it  appears;  unless  distinct  evidence  of  circulatory  dis- 
turbance  is  present,  digitalis  ought  to  be  withheld. 

In  acute  fevers  the  inhibitory  mechanism  is  often  less  irritable  than 
normally,  and  the  activity  of  the  drug  must  not  be  estimated  by  the 
slowness  of  the  pulse. 

In  some  affections  of  the  heart,  sudi  as  very  extensive  fibrous  or 
fatty  degenerationj  digitalis  often  is  of  little  or  no  service,  and  some 
authorities  deprecate  its  use,  chiefly  on  the  erroneous  view  that  it  may 
raise  the  blood-pressure  and  increase  the  resistance  against  which  the 
heart  has  to  work.  In  the  light  of  recent  work  this  argument  falls  to  the 
ground  and  the  general  view  may  be  stated  that  while  digitalis  may  fail 
to  improve  these  cases,  it  has  no  deleterious  effect  on  them.  In  other 
caseSj  while  the  condition  of  the  heart  is  eminently  suitable  for  digitalis 
trea^ent,  disease  of  other  parts  of  the  body,  such  as  extensive  arterial 
degeneration,  is  said  to  preclude  its  use  on  account  of  the  danger  of 
rupture  of  the  arterial  walls.  And  many  substitute  atrophanthus  for 
it  in  these  cases  in  the  belief  that  there  is  then  less  risk  of  the  blood- 
pressure  rising  to  a  dangerous  height.  But  as  a  matter  of  fact  there  is 
no  reason  to  anticipate  any  extensive  rise  of  blood-pressure  under  either 
digitalis  or  strophanthus,  and  the  apprehension  is  thus  groundless.  The 
same  may  be  said  of  the  supposed  danger  of  digitalis  Ln  the  high  blood- 
pressure  of  renal  and  arterial  disease.  A  high  blood-pressure  ought 
not  to  be  regarded  as  definitely  contra-indicating  the  use  of  digitalis 
or  its  allies,  for  excellent  results  often  follow  its  exhibition  in  these  cases, 
provided  the  special  indications  for  digitalis  are  presented  in  venous 
stasisi  cedema,  or  deficient  urine.  In  these  cases  the  high  pressure 
presumably  arises  from  excessive  activity  of  the  vaso-constrictor  centre 
inducing  mesenteric  constriction  in  an  attempt  to  maintain  the  blood 
supply  to  the  brain;  this  involves  an  abnormal  resistance  to  the  circula- 
tion and  imperfect  nutrition  of  various  organs.  Digitalis  by  increasing 
the  efficiency  of  the  heart  impn.i\'es  the  blood  supply  of  the  brain,  and  the 
activity  of  the  vaso-constructor  centre  is  abated,  leading  to  a  more 
normal  state  of  the  circulation  and  often  to  a  lower  arterial  tension. 
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Valvular  disease  is  not  in  itself  an  indication  for  digitalis,  for  the 
heart  tends  to  undergo  compensator^'  hypertrophy  in  favorable  condi- 
tions without  the  U3e  of  any  drug  whatever,  and  digitalis  is  indicated 
only  when  no  such  compensation  occurs.  At  the  same  time  hyper- 
trophy of  the  heart  is  not  a  contra-indication^  as  is  often  stated,  for  a 
special  strain  may  cause  excessive  dilatation  in  a  hypertrophied  heartt 
and  digitalis  may  be  necessary  until  a  second  hj^r trophy  has  occurred 
and  restored  the  equilibrium  once  more. 

The  diuretic  action  of  digitalis  is  not  advised  except  where  other 
indications  than  a  diminution  of  the  renal  secretion  are  present,  for  in 
ordinary  cases  it  has  much  less  effect  than  caffeine  and  other  diuretics, 
If  the  anuria  be  secondary  to  disturbances  of  the  circulation,  however, 
digitalis  is  the  diuretic  par  excellence  and  cannot  be  replaced  by  any 
of  the  ordinary  means  of  promoting  the  urinarj^  secretion^  although 
they  may  advantageously  be  combined  with  it.  Squills  and  digitalis 
are  often  prescribed  together,  where  large  accumulations  of  fluid  have 
to  be  removed.  A  famous  pill  used  in  these  cases  contains  a  grain  each 
of  digitalis^  squills,  and  calomel. 

Several  of  these  drugs  are  of  considerable  benefit  in  pulmonary 
diseases  accompanied  by  cough.  Thus  in  bronchitis,  more  especially 
in  cases  of  old  standing,  the  addition  of  squills  to  an  "expectorant 
mixture"  is  often  followed  by  the  most  satisfactory  results.  The 
action  here  is  probably  twofold.  In  the  first  place,  the  right  heart 
may  be  dilated  owing  to  the  frequent  strain  put  on  it  by  coughing, 
and  squills  remedies  this  condition  by  its  usual  cardiac  action.  In 
the  second  place,  all  these  drugs  possess  to  a  certain  extent  emetic 
properties,  and  thus  cause  an  increase  in  the  bronchial  secretion,  and 
render  the  sputum  less  tenacious  and  more  easily  expectorated.  The 
addition  of  squills  has  the  same  effect  as  the  prescription  of  ipecacuanha, 
along  with  the  further  action  on  the  heart. 

Digitalis  is  sometimes  prescribed  to  stop  htemorrhages,  but  even 
when  it  constricts  the  vessels  it  accelerates  the  flow  through  them,  and, 
as  in  the  case  of  other  hemostatics,  the  benefits  arising  from  the  treat- 
ment are  problematical.  In  the  circulatory  weakness  following  severe 
haemorrhage  and  shock  the  effects  of  this  series  would  seem  to  be 
indicated,  w^ere  it  possible  to  elicit  their  action  suflfieiently  rapidly. 
Unfortunately  many  hours  generally  elapse  before  the  heart  and  vessels 
are  affected,  when  they  are  exhibited  by  the  mouth.  These  con- 
ditions are  generally  treated  by  more  rapidly  acting  measures,  such 
A3  the  intravenous  injection  of  salt  solution;  the  effects  of  this  treat- 
ment are  maintained  much  longer  if  a  small  quantity  of  strophanthin 
(riff  )  is  added  to  the  salt  solution.  This  dose  must  not  be  repeated 
within  twenty-four  hours. 

Cttmnlative  Action. — Digitalis  is  often  given  In  insuflBcient  amount 
from  a  dread  that  it  may  cause  serious  results  through  its  cumulative 
action.  This  apprehension  does  not  seem  to  exist  so  much  in  regard  to 
strophanthus  and  squills,  though  these  appear  to  have  no  less  tendency 
to  induce  cumulative  effects  when  they  are  given  in  sufficient  doses. 
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As  »  ^nenJ  rule  no  effects  are  noted  for  one  or  two  days  after  the 
exhibition  of  drugs  of  this  series.  Improvement  then  begins  if  the  case 
is  suitable  and  the  dose  adequate,  and  steady  progress  may  be  made 
for  $«.mie  time.  If  large  doses  are  being  given,  the  symptoms  of  excessive 
action  may  set  in  suddenly — the  pulse  becomes  alarmin^y  slow  and 
irrt^tular,  the  patient  complains  of  weakness  and  faintness,  nausea,  and 
occasionally'  \~onuting;  in  fact  the  symptoms  of  the  second  stage  set  in. 
Thki  is  known  as  cumulative  action,  and  is  lurobably  doe  to  inregularhies 
in  the  aboorptioQ  and  excretion  or  destructioD  of  the  poison.  It  b 
known  that  the  absorption  is  slow,  for  12-36  hours  may  eiapoe  before 
any  effect?  follow  the  ^dubition  of  the  drug.  On  the  other  hand,  the 
mcmtioa  or  destruction  b  equally  slow,  for  the  action  sometimes  lasts 
se\^»al  da>*s  after  it  his  been  discontinued.  If  then  anything 
bapfWQS  to  disturb  the  equilibrium  of  absorption  and  enaction,  if,  for 
example,  the  exmtico  b  slower  than  usual,  or  if  any  irritation  of  the 
9tv«nach  and  intestines  causes  a  more  rapid  absorption,  the  drug  ac- 
cumutatets  in  the  blood.,  and  the  same  effect  b  produced  as  if  a  poisoooas 
dwe  had  been  adminbtettd.  The  fear  of  thb  condition  b  nnch  cx- 
agipmted.  for  the  :Q'mptioiDft  dbappcar  in  a  few  hom  if  the  drug  is 
oatitted.  And  they  may  generaity  be  avoided  ahogcther  if  a  dose 
watvdi  b  kept  on  the  pdbe.  aiad  the  dtxe  b  rcduieed  as  soon  as  it  becomes 
vecy  stow  or  at  the  &st  appearance  of  headache^  nanwa>  or  k»  of 
ap^tte.  All  of  the  d^pctafib  seciei  hherto  esamiBcd  prove  to  be  cnmu- 
Inttve  in  t&eir  action,  but  some  of  theat.  ootaMy  tfigicuaitt>  are  ■mch 
oxvw  J;&nj^xcot&$  than  ocber«v  In  5wt.  accon&i|c  to  FraesbeL 
can  .^cly  Sf  us«ed  ;sa5f^  ui  iitwe»  wUck  iaiuce  m>  e&an^cs  oa  tihe  pnbe 
6or  :feveral  iu^^s;.  ^  pdse  be  sbwed  by  a  sox^  daet^  ics  itepetitiun 
wtcbiA  twtftt^-^w  bvor^  cmiiiice^  aevew  ^^boainac:  Tht  i^npcoms  of 
vttmuiat:«v  iicciciz  xiothtt  ^^^psaSki^  sGcophiUtdut&  aad  s^b&  ate  vcfv 
:$tnriltc.  fji^rrf  i:^  rvrasi^  mcce  temiency  to  diamtiaea  unAer  tihe  two 
Itasc  ^•JL.T  x:tCKr  ci^.t:wi& 


^Sttw  t.  r  <<\  v-iii.SiiMi). 

>.  ^»  ^ 


Gottlub  and  MofrnuM.    Arch.  f.  exp.  P&th.  u.  FhArm.,  xlvii,  p.         xlviii.  p.  2t'i2;  tt,  p  30. 
Hot/AerQer  u.  Winterbtra.    PflDger's  Aroli,.  cl,  p.  217. 
Gunn,    Joura.  of  Pbajmacology.  iv,  225. 
Stutftermann.    ^itaclir.  L  Btat.,  tvti. 

KoMxtan,  Fahrenhamp.    Arch.  L  «xp>  PaLh.  u.  Fbarm,,  UiU,  p.  405;  Ixv,  p.  367. 
HalduT  and  EgQlaion.,    Joum.  of  FharmMol.,  iv,  p.  113, 
HaUhfT,    Jpiu-n.  Amer.  Med.  Assoc  1010,  ii.  p.  1697. 
Clark.    Joum.  of  Fharm&coK,  iv,  p,  399. 
Jan^way,  QotUi^.  etc,    Sevcnteetith  lafeniatiotial  Med.  Cpugreaa,  Tberap.  SeetjoiL» 
LondoD,  1913*. 

Dai<e  and  Laidlato.    Heart,  i.  p,  133.  (Apocyamn-) 
Mnckfnz%€.    Uentt,  ii,  p.  273. 
Ctahny,  Marria^  and  Silbirherg.    Heart,  iv,  p.  33. 
Stewart  and  ScotL    Joum.  PbArm.  and  Exp.  Th«r.»  vii,  p,  263, 
Cohn,    Joum.  Amer.  Mod*  Awiu,  1915,  ii,  p.  1537. 

XXI.  ACONXTINE* 

This  series  embraces  a  number  of  alkaloids,  which  resemble  each 
other  closely  in  their  chemical  and  pharmacological  properties.  Some 
of  them  which  were  formerly  believed  to  be  perfectly  distinct  are  now 
aaid  to  be  identical,  and  it  is  not  improbable  that  future  investigation 
will  stiU  further  reduce  the  numbers  of  the  group. 

These  alkaloids  are  found  in  a  number  of  species  of  the  Aconitum 
genus,  the  best  known  of  which  are  Aconitum  Napellus,  containing 
Aconitinff  (C*iHifiNOu)*  Aconitum  ferox,  Pseudf^oniUne  (Ci*H*iNOii), 
and  Aconitum  Japonicum,  JapacGnitine  (CiJliaNOu). 

When  aqueous  solutions  of  these  alkaloids  are  heated,  tbey  are  broken  up 
into  one  or  more  acids  and  simpler  bases;  aconitine  forms  acetic  and  benzoic 
acids  and  Ac&nine,  ao  that  aconitine  is  acetyl-benzoyl-aconlne.  Pseudaconitine 
forms  Pieudaconine,  and  Japaconitine  Japoconine  in  the  Sjune  way.  These 
decomposition  products  are  found  In  the  plant  and  in  the  ordinary  preparaiions, 
00  that  their  toxicity  varies  very  conaiderably. 

Another  alkaloid  which  resembles  aconitine  closely  m  ita  pharmacological 
action,  but  which  is  less  knowD,  is  Ddphinine,  It  is  found  in  stavesacre  (Del- 
phinium Staphisagria),  along  with  a  number  of  other  bases,  which  may  be  the 
products  of  its  decomposition. 

The  s^Tnptoms  caused  by  aconitinej  peeudaconitine,  japaconitinef  and  del- 
phinine  are  very  similar,  differing  mainly  in  degree  and  not  in  kind.  Pseuda^ 
conitine  is  more  poisonous  than  japaconitine  which  in  turn  is  slightly  more 
active  than  aconitine.   Delphinine  is  much  less  poisonous. 

SymptomB. — After  very  large  quantities  of  aconitine  death  may  result 
instantaneously,  apparently  from  simultaneous  failure  of  the  heart  and 
central  nervous  system* 

If  smaller  quantities  be  swallowed,  there  is  noted,  after  the  ordi- 
nary bitter  taste  of  the  alkaloid,  a  feeling  of  warmth  in  the  mouth 
and  throat,  which,  agreeable  at  first,  soon  becomes  prickling  and  ting- 
ling, and  extends  to  the  stomach  and  eventually  to  the  skin.  This  is 
accompanied  by  a  profuse  flow  of  saliva  and  often  by  vomiting.  The 
pulse  is  very  slow  and  may  be  irregular^  and  later  becomes  weak  and 
imperceptible,  when  symptoms  of  collapse  appear.  The  respiration 
is  slow  and  labored^  and  great  muscular  weakness  is  complained  of. 
After  a  time  the  smarting  and  tingling  of  the  skin  are  no  longer  felt, 
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and  on  examination  the  cutaneous  sensibility  is  found  to  be  much 
reduced.  The  intelligence  remains  unimpaired  to  the  last  in  many 
cases,  although  unconsciousness  sometimes  occurs,  and  death  is  gener- 
all>\  but  not  in%'ariabl\\  preceded  by  con\'uIaons.  The  pupil  is  un- 
affected e:ccept  when  con>-ulsions  super>'ene,  when  it  b  dilated.  The 
prickling  of  the  throat  and  skin  b  the  most  diaractoristie  symptom, 
and  is  practically*  diagnostic  in  cases  of  poisoning,  no  other  drug  except- 
ing \'eratrtne  ha\*ing  this  effect.  Death  is  scMnetimes  due  to  paralysb 
of  the  respiratory  centre  from  the  direct  action  of  the  poison,  but  in 
other  c^L$es  the  heart  faib  before  the  respiration. 

In  small  doses  aconitine  induces  tingling  of  the  lips,  tongue  and 
throat,  which  is  followed  by  some  nausea  and  a  feding  of  weakness  and 
depffvs^>n.  The  heart  is  generally*  accelerated  from  the  nausea. 

Actiaa. — The  prkkiing,  tingling  sensatioa  is  due  to  an  affection  of 
the  Tnuaal  Ov^»  a(  Smmmf  Kwaa*  as  b  shown  by  its  aj^iearing 
first  at  the  point  of  applicatioa  ci  the  drtig.  Him.  wiuen  amnitine  ia 
swaUowed.  the  prkkling  and  wannth  b  fch  in  the  fipB»  tangne  and 
throat.  axHl  after  small  doises  may  be  confined  to  liiese  parts,  while  if 
an  otntment  contaizung  acoattLoe  be  rubbed  on  die  akin,  the  same  sen- 
sation b  induwi  kw^ty.  But  no  redness  or  swdling  ol  die  skin  b 
iaioced.  nor  are  bibtets  formed,  so  that  aeontdne  daSm  cntirdy 
fh«i  the  dass  of  skin  irritants  vpage  76' .  It  eviieady  acts  by  stimu- 
bting  the  termiriatsocs  of  the  sexscry  zKrres^  mxe 'especially  those 
of  coocucaon  secsacioc.  while  the  odker  sexsory  rai  organs  have  not 
sbovzi  to  be  iswh^d.  T^issw  apkrt  rrom  the  bcc»  taste  wfaidi  it 
pois«5ses  r::  cmuma  with  aH  alkaloit^  acochi»  hss  no  effect  upon 
tiie  tasce  oc^aa^  during  thb  3ca$e.  Tbe  sdmdaikia  aftowwi  passes 
into  ierce:!^^.  wtic^  i^i^jces  a  sec^  of  rcmboess  at  ^e  point  of 
apc&arx'c.  asd  iz  oftses  of  rvibocisap.  all  tse  sitr£a»  of  the  body. 
TV  tasce  rjerb'es  se«t=:  ro  b«  ^'nxvvi  irr  ^b  <&cc.  H  Labordr's  state- 
nee;  be  corwt  tc:.*:  swvec  subscaaces  sa*^  ai?  casce  after  aconhine. 
T^jf  'jTrrazicsr  tie  secsccy  terr Caracas  crten  causes  a  iwnher  of 
reiSexffs.  staoi  jtj  s«w«i=^.  cvc^ir^,  i^y^afc5^ic  3ecrecx«i  of  saEvm,  and 
^vir:rT^.  5c»  of  tbse  3:dO>'  >f  riif     pir:  to  snmniiatinn  of 

^  Xiec'iTIar^  v'V'rcrrf^  F^^5ecce  of  rsse  scm:dia,ac<ir  of  Olfear  Tkk- 
Mlaw  is  ;'w^^::r5^i  j:  icri[a?>  twicoaic^  rue  sctscies  kt  die  frog 
aai  s«»rcj2^^5  .:i  ^rjiaiiiral:?.  is  rcif'i'eccifti      oocafx.  bat  noC  by 

i*!«3Ctt      v:Nr  ^^trrv^r:?.        >  t^vr^«:rrf  ro  scsnauaoa  of  the 

CSCniteaa&    I'S?  iv.vr.r::?e      rte  ■^r.-nnnxL  gircn 

ro^  ^cc^?  rctf^^c-i:^;^:i:  %  "^-^  r^tfj-  >,tnf»es3^.  After  small 
,5tnfc2c:::v5s  i:v  x^-^  rvc  ro  >f  AitKW*£  3i  vmcu  whAe  in 

:ta..is%rti  i-?ct£oec  :a«f  :3.  .  ^  vft.-^  ;:  ^QjaaacfL  la.  eues  of 
V^^^*?--^  -  ^  sCacK^  :v  x  vr-  ir9q|:aHir.  ani  tfcii  can 

Jtc-H«v^^v^.^<  s«u«»$  N  ■  <*.r...:ao«i  jf  rbe  kttbcCocy 

^Ktrcre  :xt       :mvuihw  acai  b  t  ,  v'^>r?j»i«fi»  ioL  wkark  i^  ^>ngtts 


nerves  have  been  divided  previously  to  the  injection  or  in  which  atropine 
has  paralyzal  the  inhibitory  terminations  in  the  heart. 

In  large  doses  aconitine  exerts  a  further,  direct  action  on  the  heart, 
which  suddenly  accelerates  from  the  slow  vagus  rhythm  to  one  far 
above  the  normal.  Soon  irregularities  follow  of  many  different  forms, 
one  of  the  most  conamon  being  reversal  of  the  beat,  in  which  the  ven- 
tricle contracts  before  the  auricle  and  gives  the  rhythm  to  the  heart. 
Other  arrh^'tlimias  also  are  attributable  to  the  same  increase  in  the 
excitability  of  the  heart  muscle,  which  is  manifested  in  numerous 
extrasystolea  in  the  auricle  and  ventricie,  or  in  groups  of  rapid  rhythm 
arising  from  one  or  other  chamber  and  alternating  mih  periods  of  fairly 
regular  rhythm.  The  conduction  power  of  the  heart  muscle  is  lessened 
and  this  leads  to  intermissions  of  the  ventricle  or  auricle-  And  changes 
occur  in  the  contractility,  so  that  'pulsus  aliemans  often  appears.  All 
of  these  effects  may  be  elicited  at  the  same  time,  giving  an  extremely 
complicated  tracing.  Finally  the  ventricle  passes  into  fibrillation  and 
the  circulation  ceases.  These  changes  arise  from  direct  action  on  the 
heart  muscle,  but  there  is  no  reason  to  suppose  that  it  is  affected  by 
therapeutic  doses.  After  section  or  paralysis  of  the  vagus,  a  much  larger 
quantity  of  aeonitine  is  required  to  produce  the  acceleration  and  final 
delirium  than  when  the  nerves  are  Intact.  The  frog's  heart  is  affected 
by  aeonitine  in  tlie  same  way  as  tlie  mammal's  and  presents  the  same 
diversity  in  rhythm. 

The  blood-pressure  in  mammals  falls  rapidly  from  the  lessened  out- 
put of  the  heart  in  the  stage  of  vagus  stimulation.  After  the  stage  of 
acceleration  has  set  in,  the  blood-pressure  becomes  extremely  irregular, 
alternately  sinking  to  zero  and  remaining  at  that  point  for  some 
seconds  and  again  attaining  a  fair  height.  The  vasomotor  centre  seems 
eventually  to  become  paralyzed,  while  the  vasomotor  nerves  and  their 
terminations  in  the  periphery  remain  unaffected. 

The  Eeapiiation  is  early  affected  in  aeonitine  poisoning;  it  l>ecomes 
much  slo^^'e^,  the  movements  are  labored,  and  the  animal  suffers  from 
marked  dyspnoea.  In  fatal  cases  the  respiration  soon  becomes  inter- 
rupted by  convulsions,  and  in  the  intervals  between  these  becomes 
weaker  and  eventually  ceases.  The  action  appears  to  be  a  direct  one 
on  the  respiratory  centre,  which  is  paralyzed  before  tlie  heart  begins  to 
fibrillate  as  a  general  rule,  but  sometimes  continues  to  act  for  a  few 
seconds  later. 

Central  Nervous  System —The  higher  centres  seem  to  be  almost  un- 
affected by  the  drug,  for  consciousness  lias  often  remained  to  the  end^ 
and  when  this  is  not  the  case,  the  mental  symptoms  are  to  be  ascribed 
to  the  changes  in  the  heart  and  respiration.  The  muscular  weakness 
and  depression  felt  after  small  quantities  appear  to  arise  from  the 
nausea  and  not  from  any  <Hrect  nervous  action.  Some  of  the  lower 
centres  in  the  medulla  oblongata  arc  directly  affected;  thus  the  centres 
for  inhibition  of  the  heart,  for  vasoconstriotion  and  for  vomiting  are 
all  excited  by  large  amounts  though  therapeutic  doses  have  no  effect  on 
them.   The  respiratory  centre  on  the  other  hand  is  depressed  and 
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finally  paralyzed,  while  the  rest  of  the  central  nervous  system  is  shown 
to  be  still  irritable  by  the  occurrence  of  convulsions. 

The  peripheral  ner\'e  trunks  are  paralyzed  by  the  application  of  . 
aconitine  to  them  and  this  is  said  to  occur  in  the  frog  when  aconitine 
is  injected  hj'podermically.    The  muscles  do  not  respond  to  aconitine 
except  in  much  higher  concentration. 

The  Secretion  of  saliva  is  greatly  increased  by  aconitine  from  the 
irritation  of  the  sensory  terminations  in  the  mouth  and  from  the 
nausea.  The  cold  perspiration  obser\'ed  in  poisoning  may  be  ascribed 
to  the  collapse  rather  than  to  any  direct  action  on  the  swe^t  glands, 
although  Aubert  states  that  aconitine  is  a  powerful  diaphoretic  in 
itself, 

Aconitine  sometimes  reduces  the  Temperature  both  in  fever  and  in 
normal  animals,  but  the  precise  way  in  which  this  action  is  elicited  is 
unkno™.  Brunton  and  Cash  found  that  after  aconite  the  tempera- 
ture fell  more  rapidly  than  usual  if  the  animal  was  kept  in  a  cool  bath, 
but  rose  more  readily  if  it  w'as  subjected  to  external  warmth;  this 
observation  would  seem  to  indicate  that  aconite  renders  the  tempera- 
ture centres  less  sensitive. 

In  cases  of  Poisoning  in  animals,  atropine  has  been  found  to  alleviate 
the  sjTnptoms  and  not  infrequently  to  lead  to  recovery  after  doses 
which  would  otherwise  have  been  fatal.  This  improvement  is  more 
especially  marked  in  the  respiration,  which  may  resume  its  normal 
character  and  persist  until  heart  paralysis  sets  in.  The  irregularity  of 
the  heart  and  the  6nal  delirium  cordis  are  also  retarded  very  consider- 
ably by  atropine,  and  it  is  possible  that  this  cardiac  action  may  be  the 
explanation  of  the  improvement  of  the  respiration,  which  is  strength- 
ened by  a  more  regular  supply  of  blood  to  the  centre.  Atropine  appears 
to  be  the  antidote  from  which  most  is  to  be  hoped  for  in  cases  of  aconite 
poisoning. 

Aconitine  is  Excreted  mainly  by  the  urine,   Minute  quantities  have 
also  l>een  found  in  the  saliva  and  bile. 

Benxaconine  i^a  very  much  less  poisonous  than  acDnitine  and^  in  fact^  can 
scarcely  be  included  among  active  poisons,  though  large  quantities  act  on  the 
heart,  slowing  it  and  rendering  it  irregular,  and  also  depress  the  respira- 
tion. It  h&B  no  eETect  on  the  sensory  terminations.  Aconine  it^lf  is  almost 
inactive,  but  large  quantities  strengthen  the  heart  beat  and  paralyse  the  termina- 
tions of  the  motor  nerves  like  curara.  It  seems  unlikely  that  these  alkaloids 
have  any  influence  on  the  action  of  the  aconite  preparations,  although  the 
possibility  cannot  bo  excluded  at  present, 

The  alkaloids  obtained  from  some  other  species  of  Aconitura  have  been 
found  to  differ  considerably  from  aconitine  and  pgeudaeonitine  in  their  action. 
In  Aconituni  aeptetilriona].e  three  bases  kippaconitine,  septeninmiGluie,  and 
q^HQCtonine  have  been  discovered.  Lappaconitine  causes  clonic  convulsionaj 
vomiting,  dyspncea  and  finally  paralysis  of  the  respiration  and  hearty  and  in 
the  frog  lessens  the  sensibLhty  of  the  akin.  Septentrionaiine  does  not  cause 
poisoning  when  taken  internally,  but  injected  Bubcutaneously  induces  locaJ 
anfflsthesia  and  lat^r  paralysis  of  the  motor  ternnnations  ]ike  ciirara.  Cynoc- 
tontne  is  also  inactive  when  swallowed  and  is  less  poisonous  than  the  others 
when  applied  by  hypodermic  injection,  when  it  causes  tonic  and  clonic  coavul- 


sious  which  are  not  generally  followed  by  paralysis.  Two  alkaloids,  lycaconi- 
tine  and  myocU?nine,  have  been  found  in  Aconitum  lycoctouuni,  and  induce 
almost  ideotical  syraptoras*  They  iacreaae  Ihe  reflex  excitability^  and  this  is 
followed  by  convulsions  and  later  by  paralysis  of  the  terminations  of  the  motor 
nerves  and  by  failure  of  the  heart. 

Preparations. 

The  aconite  preparations  of  the  TJ,  8,  P.  m&y  be  atandordised  by  the  biological 
assay  method  (p.  45). 

Acomtam  (U.  S.  P.),  Aconiti  Radix  (B.  PO,  the  root  of  Acouitum  Napellus, 
Monk's-hood,  containing  0.5  (0.4  B.  P )  per  cent,  of  aconitine. 

TiNCTURA  AcoNTTi  (U.      P.),  0  045  per  cent.;  doee,  0  3  mil  {B  mius.). 

TiNCTCBA  AcoNiTi  (B.  P.),  tt.{H  per  cent.;  2-5  mms, 

Linimentum  Aconiti  (B.       0.2  per  cent. 

Aconitina  (U.  S.  P.,  B.  P,),  an  alkaloid  obtained  from  aconite  root,  Com^ 
mercial  aconitine  very  often  contains  large  amount*  of  aconine  and  benzaco- 
nine^  and  therefore  varies  considerably  in  activity.    Dose,  0.15  mg.  (thz  gr.). 

Ungi^^ndim.  AcoJiitirnc  (B*  P.),  2  per  cent. 

StaphiB&gria  {U,  S.  P.),  Staphis&griae  Semina  (B.  P.),  the  dried  ripe  seeds 
of  Delphinium  staphiaagria,  stavesacre. 

Therapeutic  Uses.^ — Aconite  is  employed  to  some  extent  to  slow  the 
pulse  and  reduce  the  temperature  in  fever.  Accurate  observations 
show  that  it  has  no  effect  in  slowing  the  pulse  when  given  in  thera- 
peutic doses^  and  its  action  on  the  temperature  is  very  uncertain.  It 
has.  therefore,  been  replaced  by  the  newer  and  more  powerful  group  of 
antipyretics  for  this  purpose- 

The  action  of  acomtlne  on  the  sensory  nen^e  terminations  suggested 
ita  local  use  in  cases  of  neuralgia,  and  there  is  some  evidence  that  its 
application  relieves  this  condition,  though  it  cannot  be  said  to  be  beyond 
question.  Either  the  tincture,  or  a  2  per  cent,  solution  of  the  alkaloid 
in  oil,  or  the  ointment  of  the  B.  P.  may  be  employed  externally.  Aconi- 
tine has  also  been  injected  subcutaneously  (j^ti — pjy  mg.)  in  neuralgia, 
but  this  mode  of  application  is  not  to  be  recommended,  as  it  causes 
very  severe  patn^  which  in  some  cases  lasts  a  long  time,  Aconitine  is 
the  most  poisonous  of  the  alkaloids,  0.2  mg.  gr.)  taken  by  the 
mouth  inducing  distinct  symptoms  in  man,  and  its  use  in  ointment  or 
solution  must  be  guarded.  The  internal  administration  of  aconite  in 
neuralgia  does  not  seem  to  be  followed  by  any  improvement.  Staves- 
acre  is  scarcely  used  in  medicine  at  present. 
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SUBSTANCES  ACTING  AFTER  ABSORPTION 


XXn.  VERATBINE. 

A  number  of  alkaloids  have  been  found  in  species  of  Veratrura  and 
alli<*d  genera,  and  these  present  st:>me  resemblance  to  aconitine  in  their 
pharmacological  action.  Veratrine  is  found  in  the  seeds  uf  Schoeno- 
caulon  officinale  or  AsagrtFa  officinalis  (sabadilla  orcevadiUa  seeds)  and 
also  in  Veratrum  sabadilla  and  Veratnim  viride  or  Green  Hellebore,' 
It  is  a  mixture  of  two  alkaloids,  cfvadinc  and  rcrairidine.  The  chief 
alkaloid  of  Veratrum  album,  White  Hellebore^  is  pToioreratniw.  Alka- 
loids of  this  series  have  been  found  in  several  species  of  Zygadenus,  the 
Death  Camas*  which  is  an  important  cattle  poison  in  the  Western 
United  States* 

Each  of  these  alkaloids  is  accompanied  by  a  number  of  others,  moat  of  which 
are  imperfectly  investigated  chemically  and  pharmacoloKicall)^,  In  cevadilla, 
in  addition  to  Veratrine,  there  are  found  CevadiUine,  Sd^NK/iW,  Sabodinine^ 
and  Sahatrine,  In  white  hellebore,  Protoveratrine  is  accompaiiied  by  Jcrvine, 
Pmtfhjervine,  Rubijervine,  Proktveratridim,  and  others.  Green  hellebore  con- 
tftina  Cepadin€f  Jervinej  Pseudojervine  and  Veratritline.  JerTi*ine,  Sabadine,  and 
Sabadinine  are  known  to  posaess  some  action  on  the  organism;  CevadiUine 
boa  not  been  examined,  white  the  others  are  said  to  be  inactive. 

Cevadine  (CnH«NOi}»  veratridine  (CitHsjNOh)  and  protoveratrine  (CmHu- 
NOii)  are  powerful  alkaloids,  the  last  almost  rivaling  aconitine  in  ita  toxicity. 
Like  aconitine,  each  of  the&e  may  be  decomposed  into  a  base  and  acid,  cevadlnje 
forming  angelic  acid  and  cevine,  while  protoveratrine  fornix  iaobutyric  acid 
and  a  similar  base. 

The  effects  of  veratrine  resemble  those  of  aconitine  very  closely  in 
their  general  character  and  particularly  in  regard  to  the  sensory  ter- 
minations; but  the  muscles  present  a  curious  reaction  to  veratrine, 
which  is  entirely  absent  in  aconitbie  poisoning, 

Sjniptoins, — The  sjTnptoms  in  man  and  other  mammals  commence 
uith  prickling  and  burning  in  the  mouth  followed  by  a  sensation  of 
warmth  in  the  stomach,  marked  salivation,  nausea,  and  vomiting. 
The  bowel  is  more  invoh  ed  in  the  effects  than  is  the  ease  in  aconitine 
poisoning,  for  violent  purging  accompanied  by  severe  colic  is  a  com- 
mon symptom.  The  prickling  sensation  soon  spreads  from  the  mouth 
and  throat  to  the  skin,  and  is  generally  followed  by  profuse  perspira* 
tion.  The  pulse  becomes  slow  and  irregular,  the  respirations  slow 
and  labored.  Fibrillary  contractions  of  the  muscles  and  convulsions 
are  generally  observed,  and  after  some  time  collapse  sets  in  and  is 
followed  by  unconsciousDess  and  ex  entuaUy  by  respiraior>'  failure. 

Actum. — When  veratrine  is  applied  in  ointment  to  the  Skin  the 
same  prickling,  warm  sensation  may  be  elicited  locally,  and  some  of 
the  poison  is  absorbed,  as  i&  shown  by  th€9e  sjTitptoms  sometimes 
occurring  in  utber  parts  of  the  body.  The  cause  of  thb  is.  as  in  the 
ctts^  of  aconite,  stimulatbou  of  the  terminatioDS  of  the  sensory  nerves. 
Thb  action  causes  violent  stieexing  and  coughing  when  smalt  quanti- 

*  BvHtber*  k  abo  \hm  populu  name  of  Belkbonia  iii«Br«  wfcinh  ^iff«n  colirely  from 


ties  of  veratrine  come  in  contact  with  the  sensitive  mucous  membranes 
of  the  nose  and  throat.  After  the  irritant  action  has  lasted  for  some 
time,  the  sensory  terminations  in  the  skin  hecome  less  3cnsiti\'e,  and  a 
feeling  of  numbness  and  cold  is  noted.  Protoveratrine  seems  to  cause 
less  irritation  of  the  sensory  terminations  than  veratrine,  and  the  sub- 
sequent local  anfesthesia  is  more  complete. 

The  Nausea  and  Vomiting,  winch  are  invariably  present  in  veratrine 
poisoning,  may  be  due  in  part  to  the  irritation  of  the  sensory  termi- 
nations of  the  stomach,  but  must  probably  be  attributed  for  the  chief 
part  to  central  action.  The  salivation  and  profuse  perspiration  may 
he  merely  secondary  to  this  emetic  effect,  or  the  poison  may  act  on  the 
glands  directly;  a  large  cutaneous  secretion  follows  its  injection  in  the 
frog.  Nothing  is  known  with  certainty  regarding  the  cause  of  the 
Purgation,  but  it  is  presumably  induced  by  some  action  on  the  nervous 
mechanism  of  the  intestine. 

Fia.  61 


Tradnga  of  musctjlu-  ooblracUoM  froin  the  EoatrocnenuUs  of  ib«  frotf.  a.  rvormal] 
three  nuccuaive  contr&ctiona  ta,kAti  &t  tntervaJA  of  aae  minut«,  five  minutea  After  tbc 

ioieetion  of  veratrine.   The  ooDtraciltQn  u  higher  and  much  more  proloDged  than  ia  a. 

ftud  the  lover  returns  very  atovvty  to  the  boM  line. 


The  most  characteristic  action  of  veratrine^  however,  is  that  on  the 
Striated  Muscles.  If  a  smaU  quantity  be  injected  into  the  lymph-sac 
of  a  frog  a  curious  clumsiness  and  awkwardness  in  the  movements 
becomes  apparent,  and  after  a  few  minutes  it  is  evident  that  this  is 
due  to  inability  to  relax  its  muscles.  When  a  muscle  is  exposed,  it  is 
seen  to  contract  as  rapidly  as  usual,  but  instead  of  immediately  relax- 
ing again,  it  remains  shortened  and  offers  resistance  to  the  contraction 
of  the  opposing  muscles.  The  animal  can  no  longer  coordinate  its 
movements  therefore;  for  example,  it  can  no  longer  extend  a  limb 
immediately  after  flexing  it,  as  it  does  ordinarily  in  crawling,  and 
locomotion  becomes  very  slow  and  ungainly. 

This  characteristic  action  is  most  easily  seen  on  exposing  an  excised 
frog's  muscle  to  a  solution  of  veratrine;  as  long  as  the  muscle  remains 
at  rest  no  change  is  seen,  but  on  stimulating^  it  \^ith  a  single  induction 
lock,  it  is  found  that  the  height  of  the  contraction  is  increased  and  the 
28 
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second  part  of  the  curve  Is  extraordinarily  prolonged  (Fig.  61),  Instead 
of  the  almost  instantaneous  return  to  the  base  line  seen  in  the  aonnal 
tracing,  the  cur^e  shows  generally  a  slight  undulation,  and  then  a  vcfy 
slow  full,  the  period  of  relaxation  generally  being  20-30  times  as  long 
as  that  in  the  unpoisoned  muscle,  and  the  whole  contraction  lasUng 
5-10  seconds  in  favorable  circumstances. 

C(dd  and  fatigxie  and  high  temperature  antagonize  the  ^'eratrine  action,  and 
raitore  the  normal  tracing;  on  the  other  hand,  veratrine  removes  the  fatigue 
affect  in  the  muscle  curve.  During  the  proiooged  coatiaction*  more  heat  i& 
formed  than  in  a  normal  contra<?iion,  and  the  absolute  strength  of  the  muscle 
is  abo  increased,  ao  thai  it  contracts  against  a  greater  weight  than  usuaL  Larger 
doM  finally  paralyze  the  frog's  muscle^  the  form  of  the  tracing  first  returning  to 
the  normal  and  the  contraction  then  becomLng  weaker  and  disappearing.  The 
iiritability  of  the  muscle  is  not  increased  by  veratrine,  but  fsjls  in  the  later 
tHams;  the  indirect  irritability  also  lessens  owing  to  weakness  and  final  paral^'sis 
of  iKe  nerve  ends.  Theae  muscular  ph^omena  are  best  seen  in  the  frog,  but 
ean  also  be  elicited  in  warm-blooded  animMlB  by  very  laiige  dcees;  they  are  not 
ao  obvious  in  the  latter  because  the  quantity  necessary  to  bduce  them  is  suffi- 
cient to  affect  the  respiratory  centre.  The  contraction  is  not  a  tetanus^  but 
a  prolongetl  single  tn-itcb,  as  is  shown  by  the  elecliical  reactioD.  The  muscle 
fifan  is  affected  directly  and  not  through  the  nerve-endings.  Protovera trine 
hM  leas  tendaocy  to  prolong  the  muscle  contractioo,  but  tiie  frag'a  sarlortus 
capoMNi  to  it  often  ahowa  the  t^-pical  effect.  It  para^^ea  ranade  more  readily 
taiB  Teratrine^  but  has  Im  effect  on  the  nerve  terminatioQa. 

Thib  N«m  fibres  are  panJyved  by  Tcratriue  directly  applied  to  them,  and 
abo  bsf  pn»lo\-eratrine  thou^  \sm  powerfully. 

GknUtka. — The  ventricular  systole  ul  the  frog's  bemrt  ia  at  first 
atroBgcr  and  moce  prolonged,  and  sooo  It  diktcs  only  half  as  often 
as  it  dkl  at  first,  while  the  auricks  m*intarn  tbeir  onginal  rfa^'thm. 
Tluft  is  evidently  due  to  actkui  on  the  musde;  the  cQDtractioii  is  so 
imlonfed  as  to  limit  the  number  ol  dtaatisles.  aad  the  \'eiitricle  can 
therefore  react  ocJa'  to  e^-ery  alternate  contraction  of  the  auricle. 
After  this  ^'haif-rhythin*^  has  persisted  for  some  time,  the  contrao 
tmn  becocne  shnrcr  wmi  weaker,  and  the  heart  Enalliy  comes  to  a 
stmcbtiU. 

In  mammaH  the  chiel  circtilator%^  ^rmptHB  arise  frofn  sdmulation 
ol  the  tnediiiko'  centres^  vluch  pvodnecs  ahMrisf  ol  the  heart  aod  a 
ifecmae  ia  its  output,  while  at  the  sane  tine  ^  pq^ihcral  vess^ 
an  contracted  by  the  iocreased  adh-ity  of  the  TasoaKytor  oe&tzc. 
After  hoje  quautitks  the  tetWDatioas  of  tk^  vapss  are  parslyved, 
aad  the  vasuinotor  centre  b  at  the  sane  tine  deptcaaed^  so  that  the 
naln  htrnma  ykhm^  bat  the  hfead^ranRc  is  mm  a  hat  lowered, 
tt  tha  nimfaii  knrt  aa  s«eh  prnlnapjinn  m  the  agrslote  b  seen 
n  k  th>  frocV  but  that  a  dight  stim^nt  aetio^  is  esmsed  by  vera^ 
triaa  h  ahown  by  the  bet  that  rtty  latfe  doaes  qniefcen  the  rhythm 
•van  after  atro|Htte.  Vrrmtrtne.  theiiFfbce.  seons  icacnhie  acooitine 
hi  Its  Whcta  ga  tha  nunniiaia  iriifwhtw^  h«t  wmA  larger  qyandties 
ata  rtOttM  ta  i^vodhna  tka  aane  cl^^  •mi  tha  note  evident  symp- 
hMBtt  w  itimwhtion  g|  the  at^  ocardnmi  are  act  eBoteil 

The  Wm^jkUH^  Ghnfia  taairr  m  itatiiyii  aba  tnenbje  tfaase  onder 
•oaaMMk  aaJ  the  cmaa  ^  tttath  i»  ywe^fiai  at  the  tasptratjiMt. 
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The  Central  Nervous  System  b  affected  in  the  same  way  as  under 
aconitine.  Some  of  the  medullary  centres  are  stimulated  at  first  and 
finally  depressed.  The  highest  centres  seem  less  affected  than  the 
spinal  cord  and  medulla  oblongata,  for  complete  consciousness  has 
remained  until  immediately  before  death  in  several  fatal  cases. 

The  Tezniraratiire  is  sometimes  reduced  by  veratrine,  but  is  stated 
to  be  higher  than  the  normal  in  some  instances.  In  cases  of  poisoning 
in  mammals  atropine  is  said  by  Lissauer  to  have  some  value,  probably 
owing  to  its  action  on  the  respiratory  centre  and  on  the  vagus  termina- 
tions in  the  heart. 

As  regards  the  other  alkaloids  of  this  aeries,  jervine,  sabadilline^  and  saba- 
dinine  eeem  to  possess  the  game  action  as  veratriue,  but  are  much  te^s 
poisonous.  Pro  to  veratrine,  wliich  haa  less  stimulant  effect  on  the  sensory 
terminations  and  on  the  must^le  fibres,  is  more  poisonous.  Its  action  resembles 
that  of  aconititie  as  much  as  that  of  veratrine,  and  it  toay  therefore  be  re^rded 
as  a  link  connecimg  the  two  groups. 

Preparations, 

Vmtrina  (U.  S.  P.),  a  mixture  of  alkaloids  obtained  from  the  eeeda  of 
Asagrsm  ofhcinatis,  insoluble  in  water  but  soluble  in  alcohol.  Dose,  2  mg. 
(fi-gr,). 

Therapeutic  Uaes. — Veratrine  is  used  in  the  form  of  the  oleate  or 
ointment  as  an  external  application  in  cases  of  neuralgia  and  is  certainly 
a  safer  remedy  than  aconite.  Veratrum  album  has  been  used  to  reduce 
the  pulse  rate  and  the  blood-pressure. 
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XXm.  APOMOEPHIKE. 

When  morphine  is  acted  on  by  aclda  and  by  some  other  dehydrating 
agentSt  it  loses  a  molecule  of  water,  and  a  new  alkaloid  is  formed, 
Apomcrphine  (CuHitNOj). 

ITirough  thi^  change  the  action  of  the  original  alkaloid  is  consid- 
erably modified;  apomorphine  preserves  the  stimulant,  but  loses  to  a 
great  degree  the  depressant  action  of  morphine  on  the  central  nervous 
syatem*  This  stimulant  action  extends  over  the  whole  central  nervous 
system  in  animals,  but  is  most  developed  in  the  "vomiting  centre"  of 
the  medulla  oblongata. 
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Symptoms. — In  man  apomorphinc  in  doses  of  5-10  nag.  (A~i  S*"-) 
induces  within  ten  to  fifteen  minutes  nausea  and  vomiting,  accompanied 
by  the  usual  attendant  phenomena,  but  with  no  s^^nptoms  which  cannot 
be  directly  included  in  these*  Very  often  the  nausea  passes  off  Imme- 
diately after  the  evacuation  of  the  stomach,  but  when  larger  quantities 
have  been  administered,  repeated  vomiting  and  retching  may  occur. 
Occasionally  depression  and  sleep  follow  the  emesis  after  even  small  doses. 

The  attendant  symptoms  arc  profuse  salivation,  increased  secretion 
of  the  mucous  glands  of  the  nose,  throat  and  bronchial  passages,  tears, 
and  a  cold  perspiration.  A  feeling  of  depression  and  muscular  weakness 
and  acceleration  of  the  pulse  are  also  well-known  s>Tnptoms  accompany- 
ing nausea  and  vomiting,  and  are  present  after  apomorphine.  These 
are  all  to  be  regarded  as  sequelie  of  the  emetic  action,  however,  and  not 
as  due  to  the  direct  action  of  the  drug  on  the  glands  and  other  organs. 
In  a  few  instances  the  depression  and  weakness  have  passed  into  alarm- 
ing collapse,  but  no  actual  fatality  Is  recorded  from  the  use  of  apo- 
morphine. 

Very  small  doses  of  aix>morphine  may  induce  the  secondary  s^'mp- 
toms  without  actual  vomiting.  Thus  the  saliva,  perspiration,  tears 
and  other  secretions  may  be  augmented  by  quantities  whicii  are  too 
small  to  act  as  emetics,  though  there  is  no  question  that  these  are  due 
to  the  commencing  emetic  action, 

Apomorphine  induces  vomiting  through  changes  in  the  medulla 
oblongata  and  not  by  irritation  of  the  stomach.  This  is  shown  by  the 
fact  that  it  acts  much  more  quickly  and  in  smaller  doses  when  it  is 
injected  hypodermically  or  intramuscularly  than  when  it  is  swallowed, 
and  also  by  the  fact  that  if  the  medulla  is  brushed  with  apomorphine 
solution,  vomiting  follows  immediately.  The  movements  of  vomiting 
may  also  be  induced  in  animals  after  the  removal  of  the  stomach  oad 
intestine,  showing  that  the  condition  and  the  movements  of  the  stomach 
play  an  unimportant  part  in  the  evacuation  of  its  contents  by  apo- 
morphine. All  the  phenomena  in  man,  including  the  bronchial  secretion, 
the  perspiration  and  other  attendant  symptoms,  are  to  be  ascribed 
to  medullary  action. 

In  dogs  and  cats,  small  quantities  elicit  the  same  effects  as  in  man, 
but  larger  doses  are  followed  by  symptoms  of  general  nervous  stimu- 
lation. In  the  herbivora,  which  are  incapable  of  vomiting,  these 
symptoms  follow  the  injection  of  comparatively  small  quantities  and 
are  much  more  marked.  The  rabbit,  for  example,  becomes  restless 
and  easily  alarmed;  it  moves  about,  climbs  up  the  walls  of  its  cage 
and  gnaws  anything  it  can  reach,  Circus  movements  are  developed 
very  often,  especially  in  the  dog,  the  animal  running  unceasingly  in  a 
circle  and  striking  against  obstacles  in  its  path^  apparently  uncon- 
scious of  all  its  surroundings  and  overcome  by  the  impulse  to  continual 
movement.  The  respiration  is  very  much  accelerated,  After  very 
large  quantities  tlie  movements  become  less  coordinated,  and  eventually 
tetanic  convulsions  set  in,  during  which  the  respiration  ceases,  while 
the  heart  continues  to  beat  for  some  time  afterwards. 
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Apomorphine  is  aaSd  to  have  some  anjesthetic  effects  on  the  cornea  wheu  a 
solution  is  dropped  upon  it.  It  causes  cloudiness  and  conaequent  dimness 
of  Hightj  however,  find  hag  not  been  used  practically  for  this  purpose.  Apo- 
morphine  is  not  excreted  into  the  stomach  like  morphine,  nor  has  it  been  found 
in  the  mucous  membranes  of  the  air  passages,  and  it  is  possible  that  it  ia  all 
decomposed  in  the  tissues.  No  tolerance  is  acquired  for  it. 

The  symptoms  induced  by  apomorphine  resemble  in  some  degree  tboee 
following  morphine  in  maoy  animals,  for  here  too  the  firal  gj'mptom  is  vomiting 
accoiupatiied  by  signs  of  exciteiaent,  which  are,  however,  generally  attended 
by  those  of  depression  of  some  part  of  the  central  nervous  system.  In  man, 
however,  the  effects  are  very  different,  for  apomorphine  seems  to  have  U>st  all 
the  deprBssant  action  of  the  parent  body,  although  here  again  it  masi  be  re- 
membered that  morphine  occasionally  causes  vomiting,  so  that  apomorphine 
does  not  depart  so  far  from  the  type' of  the  opium  alkaloids  as  would  at  first 
appear. 

In  the  frog,  apomorphine  causes  a  transient  stimulation  of  the  central  ner^'oua 
system,  followed  by  depression  and  paralysis. 

Apocodeine  is  fornied  from  codeine  io  the  same  way  as  apomorpliine  from 
morphine,  but  it  differs  entirely  from  apomorphine  in  its  action  and  resembles 
nicotine  to  paralyzing  the  sympathetic  ganglia.  It  causes  purgation  when 
injected  hypodermically,  apparently  from  removing  the  normal  inhibition 
of  the  bowel  movements  (Dixon).  If  codeine  is  heated  with  hydrochloric  acid, 
apomorphine  is  formed,  and  not  apocodeine. 


Prepah-^tions, 

APoMORFHiJfjE  HyDROCBLOarnuM  (U.  PJ,  expectorant  0.003  G.  (^gr.}> 
emetic  by  mouth  0.01  G.  (t  gr.),  hypodermic  0.005  G.  (iS  gr.);  (B.  PJ,  gr. 
hypodemiically,  I'n-l  gr.  by  the  mouth. 

Injectio  Apomobfbinje  Htpodermica  (B.  p.),  1  per  ocnt.,  5-10  minB. 

Apomorpliiue  hydrochloride  is  a  grayish-white  crystalline  subatance,  very 
soluble  in  water  and  turning  dark  green  or  even  black,  especially  when  kept 
long  in  solution.  This  change  in  color  doea  not  appear  to  impair  ita  activity 
appreciably. 

Therapeutic  Usei. — Apomotphine  is  used  chiefly  as  an  emeticp  and 
for  some  purposes  presents  several  advantages  over  the  older  drugs 
employed  with  this  object,  Lnasmuch  as  it  acts  more  promptly  and  can 
be  administered  by  the  hj'podermic  needle,  while  the  other  emetics 
cause  vomiting  by  irritating  the  stomach  and  have  to  be  given  by  the 
mouthy  which  is  a  serious  drawback  in  cases  of  poisoning.  The  more 
important  of  these  older  drugs  are  ipecacuanha,  tartar  emetic  (antimony), 
ammonium  carbonate,  the  sulphates  of  copper,  zinc  and  alum. 

Vomiting  is  not  now  such  an  important  method  of  treatment  as  it 
was  formerly,  and  the  emetics  are  less  frequently  employed  to  evacuate 
the  stomach  than  other  less  heroic  measures,  such  as  the  passage  of 
the  stomach  tube.  Emesis  may  be  indicated  in  poisoning,  and  here 
apomorphine  is  especially  useful.  But  in  the  great  majority  of  cases 
a  better  method  of  treatment  is  repeated  washing  of  the  stomach  by 
means  of  the  stomach  tube,  for  in  narcotic  poisoning  apomorphine  not 
infrequently  fails  to  act,  owing  to  the  depression  of  the  vomiting 
centre,  and  in  corrosive  poisoning  a  certain  amount  of  danger  attends 
its  use,  as  the  pressure  on  the  walls  of  the  stomach  exerted  by  the  con- 
traction of  the  diaphragm  and  abdominal  muscles  may  lead  to  the 
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rupture  of  the  weakened  walls  of  the  organ.  In  irritant  poisoning, 
on  the  other  hand,  the  reflex  vomiting  set  up  is  generally  sufficient  to 
empty  the  stomaHi,  and  the  indications  are  rather  to  allay  the  gastric 
irritation  than  to  increase  it  hy  causing  violent  movements  of  the 
abdominal  walls  by  ajscmjorphine.  Emetics^  such  as  apotnorpliiiie, 
have  been  used  occasionally  to  cause  pressure  on  other  abdominal 
organs,  e,  g.^  on  the  gall-bliidder  in  order  to  dislodge  a  calculus  or  plug 
of  mucus  in  the  ductus  choledochus,  but  this  treatment  is  not  to  be 
advised,  owing  to  the  risk  of  rupture  of  the  gall-bladder.  Occasionally 
emetics  are  used,  especially  In  children  to  expel  bodies  from  the  air 
passages,  as  violent  movements  of  expiration  are  produced  during 
emesis.  Apumorphine  is  comparatively  rarely  used  for  this  purpose, 
however.  In  cases  of  choking  due  to  foreign  bodies  lying  in  the 
pharynx,  vomiting  is  often  beneficial,  but  the  emetics  act  too  slowly 
to  be  of  benefit  here. 

A  second  use  of  emetics  is  in  inflammatory  conditions  of  the  respi- 
ratory passages;  the  object  here  is  to  induce  an  increased  secretion 
without  producing  emesis,  and  very  small  quantities  are  therefore 
used*  The  special  condition  in  which  this  class  of  remedies  is  of  ser- 
vice is  bronchial  irritation  with  a  sticky  mucous  secretion  which  causes 
cough,  but  can  only  be  expectorated  with  difficulty*  The  indications 
are  for  a  mild  and  prolonged  action  such  as  can  be  induced  by  small 
doses  of  ij^ecacuanha,  antimony  and  similar  bodies,  rather  than  for  the 
more  transient  efl'ect  of  apomorphine,  but  the  latter  has  been  advised 
by  some  authorities. 
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XXIV.    EMETINE  (IPECACUANHA). 

Ipecacuanha  [Cei>haelis  or  Psychotria  Ipecacuanha)  has  long  been 
used  for  its  emetic  and  expectorant  virtues,  and  until  recently  was 
believed  to  contain  only  one  alkaloid.  Emetine.  It  has  been  shown, 
however,  that  this  so-called  principle  is  really  made  up  of  several 
distinct  alkaloids.  CephaeUne  (CmTIssN^O*),  Emetim  (CosHarCIIaN^O^). 
and  I\ti/ch(}tritie  and  others  of  less  importance;  emetine  (s  tncthyl- 
cephaeline,  and  cephaeline  is  obtained  from  psychotrine  by  reduction; 
they  are  all  three  derivatives  of  isoquiiuiUne,  and  emetine  and  cephaeline 
resemble  each  other  in  their  action,  while  psychotrine  is  said  to  be 
almost  inert. 

Symptoms  and  Action. — When  administered  internally  emetine  has 
a  bitter,  acrid  taste,  and  produces  a  copious  salivary  secretion,  fol- 


lowed  later  by  nausea  and  \  omiting*  The  drug  is  generally  largely 
eliminated  by  \omiting,  so  that  no  further  effects  are  obsen^ed* 

The  nau^a  and  vomiting  are  accompanied  by  the  usual  symptoms 
— muscular  weakness  and  depression,  increased  secretion  of  saliva  and 
of  mucus  by  the  glands  of  the  tliroat  and  respiratory  passages,  often 
perspiration  and  generally  temporary'  acceleration  of  the  pulse. 

Quantities  which  are  too  small  to  provoke  vomiting,  induce  pro- 
longed nausea  with  increased  mucous  secretion  along  the  respiratory 
passages  and  some  perspiration. 

Emetine  possesses  a  powerful  Irritant  Local  Action,  which  is,  how- 
ever, much  more  marked  in  certain  individuals  than  in  others.  The 
smallest  quantity  of  the  powdered  root  of  ipecacuanha  is  sufficient 
to  induce  in  the  subjects  of  this  idiosyncrasy  considerable  swelling 
and  injection  of  the  conjuncti\  al  and  nasal  mucous  membranes,  with 
salivation,  tears,  sneezing,  coughing,  and  bronchial  catarrh.  When 
applied  to  the  skin  as  a  liniment,  it  produces  redness,  itching  and 
occasionally  a  pustular  eruption,  but  when  injected  hypodermically 
the  alkaloids  do  not  irritate  the  subcutaneous  tissues. 

The  emetic  action  is  mainly  due  to  ipecacuanha  irritating  the 
stomach,  and  is  thus  a  further  example  of  its  specific  action  on  the 
mucous  membranes.  It  is  probable  that  there  may  be  a  further 
action  on  the  medullar^'  centre  when  large  quantities  are  injected 
intravenously  in  animals,  but  this  is  not  involved  in  tlie  ordinary 
methods  of  administration.  If  the  action  were  due  to  the  effects  of  the 
drug  after  absorption,  vomiting  would  be  caused  by  a  smaller  dose 
injected  hypodermically  or  intravenously  than  is  necessary  by  the 
mouth;  but  it  is  found  that  a  dose  of  emetine  sufficient  to  cause  vomiting 
when  swallowed,  may  be  injected  without  any  effects  whatever.  In  the 
case  of  apomorphine,  on  the  other  hand,  in  which  tlie  action  is  central, 
the  hypodermic  emetic  dose  is  very  much  smaller  than  that  necessary 
when  it  is  given  by  the  mouth.  The  increased  bronchial  secretion, 
the  perspiration,  the  acceleration  of  the  pulse  and  other  attendant 
symptoms  are  similarly  reflex  in  origin  from  the  gastric  irritation  and 
do  not  indicate  any  direct  action  on  the  bronchi  and  other  organs. 

When  large  doses  are  injected  hypodermically,  emetine  ioducea  nausea, 
vomiting,  and  pur^ng,  and  blood  is  frequently  voided  iu  the  etools,  a  coadi- 
tioa  of  collapse  foUo\\-a,  and  the  animal  generally  dies  of  exhauBtion  in  the 
course  of  a  few  hours  after  the  onset  of  the  aymptoms.  AVry  large  quantities 
itijected  subcutaueously  or  intravenously  may  fail  to  elicit  voniititig,  but  the 
collapse  symptoms  appear,  and  after  some  weak  convubive  tnovementa,  the 
animal  dies  of  cardiac  failure.  In  those  cases  in  which  death  follows  rapidly 
on  the  injectionj  no  pathological  lesions  may  be  found  after  deaths  bu^io  experi- 
ments where  smaller  quantities  are  injected,  and  the  animal  survivies  for  eighteen 
to  twenty-four  hours,  the  stomach  and  intestine  often  exhibit  the  appearances  of 
acute  gastro-entcritts.  The  mucous  membrane  is  swollea,  congested,  and 
often  covered  with  a  muco-purulent  secretion  or  studded  with  eccbjanofies,  and 
in  do^  ulceration  is  often  present.  A  lesion  which  is  not  by  any  means  constant, 
but  which  occurs  in  a  considerable  nuinl>er  of  animals  and  especially  in  rabbits, 
is  oedema  of  the  lungs. 

The  gastric  and  inteatinal  symptoms  which  follow  from  these  large  hypo- 
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dermic  doses  suggest  thftt  emetine  is  excreted  by  the  mucous  membranes  of  the 
alhuentary  canal^  and  th&t  it  induces  irritation  and  ioflaiuniatioa  in.  the  course 
of  it«  excretion.  In  man,  vomiting  baa  foUov^-ed  the  hypodemiic  injection  of 
four  grains  of  emetine,  but  one  graiu  administered  in  mis  way  bhs  no  such 
effect. 

Emetine  injected  into  a  vein  weakens  the  hearths  action^  and  induces  a  falJ 
of  blood-preesure,  but  when  it  is  injected  subcutaneous ly  or  given  by  the  mouth, 
the  heart  is  not  affected  directly. 

In  the  frog  emetEne  does  not  cause  vomitings  but  a  slowly  advancing  centra] 
•r^ja^sia  foUowB  its  injection,  the  spontaneous  movements  cciiaing  ejirly,  and 
ter  the  reflex  excitability  disappearing.    The  contractions  of  the  heart  are 
rendered  weak  and  irregular,  and  eventually  ceajee  from  paralysia  of  the  cardiac 
muscle. 

Ipecacuanha  has  long  enjoyed  a  reputation  in  one  form  of  tropical 
dysentery,  and  the  discover^'  that  the  cause  of  this  form  of  dysentery 
was  an  amceba  (Entamoeba)  was  soon  followed  by  Roger's  statement 
that  emetine  has  a  specifically  poisonous  action  on  this  parasite.  This 
specific  toxicity  cannot  be  demonstrated  in  ordinary  forms  of  amoeba, 
nor  in  other  protozoa,  and  even  the  entamoeba  of  dysentery  is  not 
strikingly  susceptible  to  emetine  when  exposed  to  it  in  the  test-tube. 
On  the  other  hand  the  effects  in  cases  of  dysentery  treated  with  emetine 
are  very  satisfactory  and  the  entamceba  disappears  from  the  stools 
and  tissues.  The  quantity  of  emetine  that  comes  in  contact  with  the 
parasite  must  be  even  smaller  than  that  of  quinine  in  eases  of  malaria, 
and  the  equivalent  concentration  is  harmless  to  entamceba  outside 
the  body.  There  is  thus  some  difficulty  in  assigning  the  action  to  a 
directly  poisonous  action  on  the  parasite.  It  seems  probable  that  the 
emetine  reaches  the  amcebse  in  the  stools  in  the  course  of  its  excretion 
by  the  intestinal  walls. 

Emetine  and  cephaeline,  the  two  chief  alkaloids  of  ipecacuanha,  re- 
semble each  other  closely  in  their  effects,  cephaeline  being  somewhat 
more  irritant  than  emetine.  Ipecacuanha  owes  its  action  to  the  alkaloids* 
and  differs  from  them  only  in  acting  more  slowly  and  in  having  less 
tendency  to  cause  purging  owing  to  its  containing  a  large  amount  of 
tannin.  The  relative  action  of  the  two  alkaloids  in  dysentery  has  not 
been  accurately  determined,  but  emetine  b  believed  to  be  superior  to 
cephaeline, 

PrEPABjITIONS. 

U.  S.  — ^ecacuanha,  the  root  of  Cephaelis  Ipecacuanha  or  of  C.  acuminata, 
contains  at  leaat  1.75  per  cent,  of  alkaloids.  The  powdered  root  is  prescribed  in 
dysentery  in  quantities  of  2-4  G.  (30-60  grsO;  emetic^  1  G,  (13  grs,);  expecto- 
rsjit,  0.065  G,  (1  gr.), 

Fhadestractum  Jpecacmnhcs^  (2  per  cent,  of  alkaloids)  expectorant^  0.05 
mil  (I  min.);  emetic^  1  c.c.  (15  mLos.). 

Syrupus  Ipecacuanh.Ej  (about  0.12  per  cent,  of  alkaloids)  expectorant, 
1  mil  (15  mins.);  emetic,  15  niiis  (4  fl.  drs.). 

PuLviB  IpECACtTANH*  BT  Opm  (10  per  ccut.  cach  of  ipecacuanha  and  opium), 
Dover's  Powder,  0.6  G.  (8  grs.), 

KuzTUiM  HYDHocHLORmuu,  a  whlte  crystalline  powder  ^cely  soluble  in 
water,  0.02  G.  i\  gr,)  hjfpodermically. 
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B.  P. — Ipecacuonlue  Radix,  the  dried  root  of  FBychotri&-  Ipecacuanha^ 
(2  per  cent,  of  alkaloida)  expectorant^  }-2  grs.;  emetic,  15-30  gra.;  m  dy&entery, 
30-60  gra. 

Extractum  Ipccacuixnhs  Liquidum  (2  per  cent,  alkaloids),  \-%  mine. 
VtNUM  I PECACL'ANH.s:,  expeclorant,  10-30  mins;  emetic,  4—6  fl.  dra. 
PuLvis  Ipecacuanha  CoMi^oarrfSt  Dover's  Powder,  10  per  cent.  eacL  of 
ipecacuanha  and  opium,  5-15  grB. 
EiiETOiE  Hydrochloride,  (not  official.)    Dose,  hypodermically  J-1  gr. 

Tberapeutic  TTses.—Ipccactianha  has  been  largely  employed  as'  an 
emetic,  and  although  it  has  been  replaced  for  some  purposes,  notably 
in  cases  of  poisoning,  by  apomorphine,  it  still  has  a  certain  6eld  of 
usefulness  in  cases  in  which  an  emetic  is  indicated,  but  in  which 
the  hypodermic  method  is  objectionable,  as  in  children.  At  present 
ipecacuanha  is  used  chiefly  as  an  expectorant  in  the  treatment  of 
inflammatory  conditions  of  the  respiratory  passages.  Per  this  pur- 
pose it  is  prescribed  in  smaller  quantities  than  those  necessary  to 
produce  emesis.  It  acts  indirectly  through  its  nauseating  properties^ 
and  has  the  advantage  that  its  action  is  much  more  prolonged  than 
that  of  apomorphine,  and  at  the  same  time  is  not  so  unpleasant  as 
that  of  several  metallic  substances,  such  as  tartar  emetic,  which  are 
used  for  the  same  purpose.  It  increases  the  secretion  of  the  bronchial 
mucous  membrane,  and  further  tends  to  render  it  more  fluid,  so  that 
the  mucus  can  be  coughed  up  mote  easily.  The  increased  secretion 
may  also  be  of  service  by  protecting  the  inflamed  and  irritable  mem- 
brane from  the  cold  air  and  thereby  lessening  the  cough;  opium  is 
often  added  in  order  to  further  allay  coughing  by  depressing  the 
centre,  the  well-knowTi  Dover's  powder  being  a  favorite  prescription 
for  this  purpose.  When  the  secretion  of  the  bronchi  is  already  exces- 
sive, and  the  cough  is  rather  to  be  encouraged  than  repressed,  these 
preparations  are  of  course  contra-indicated. 

Ipecacuanha  is  also  employed  as  a  diaphoretic,  either  alone  or  more 
commonly  as  Dover's  powder.  The  perspiration  is  not  so  copious  as 
that  following  pilocarpine  and  other  diaphoretics,  but  resembles  rather 
that  produced  by  warmth  applied  to  the  skin.  Dover's  powder  is 
therefore  a  common  remedy  in  chills  and  in  commencing  catarrh  of  the 
respiratory  passages. 

Ipecacuanha  root  was  formerly  used  in  amoebic  dysentery.  But 
very  large  quantities  were  required,  and  it  was  difficult  to  avoid  nausea 
and  vomiting;  opium  and  morphine  were  added  with  this  object  ,  and  it 
was  proposed  to  enclose  the  powder  in  keratin  or  salol,  which  prevent 
it  acting  on  the  stomach,  but  are  dissolved  in  the  duodenum  and  thus 
free  the  ipecacuanha  in  the  intestine.  But  all  these  cumbrous  methods 
have  been  rendered  obsolete  by  the  introduction  of  emetine  into  thera- 
peutics. Rogers  showed  that  the  hj-podermic  injection  of  the  alkaloid 
is  more  efficient  than  the  ipecacuanha  treatment  in  amoebic  dysentery 
and  in  its  sequehr,  hepatitis  and  hepatic  abscess.  After  the  hypodermic 
injection  of  1-2  grs.  in  divided  doses  of  \-\  grs,  each,  the  amocbie  dis- 
appear from  tbe  stools  and  from  the  liver  in  a  considerable  proportion 
of  cases,  and  an  immediate  improvement  in  the  symptoms  follows. 
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The  treatment  may  be  continued  (I  gr.  each  d&y)  until  10-12  grs*  in 
all  have  been  given.  It  should  tlieu  be  discontinued,  as  the  prolonged 
use  of  emetine  h  liable  to  act  up  irritation  of  the  bowel.  The  injection 
is  unattended  by  pain,  irritation  or  any  other  symptom;  tlie  soluble 
hydrochloride  is  dissolved  in  the  ordinary  way.  Still  better  results 
are  obtained  by  the  use  of  the  double  salt  enietine-bismuth  iodide, 
given  by  the  mouth;  this  is  entirely  insoluble  and  does  not  act  in  the 
stomach,  while  it  is  decomposed  in  the  intestine  so  that  the  emetine 
can  unfold  its  action.  A  dose  of  3-4  grs.  should  be  given  daily  until 
about  40  grs,  in  all  have  been  taken;  this  is  curative  in  the  majority 
of  cases.  In  anuebic  liver  abscess,  Rogers  removes  tlic  pus  by  aspi- 
ration and  then  injects  into  the  cavity  a  grain  of  emetine  dissolved 
in  1-2  oz.  of  sterile  saline  solution  to  destroy  the  amoeba^.  The  action 
of  emetine  in  these  amoebic  diseases  can  only  be  compared  with  that 
of  quinine  in  malaria;  and,  as  in  the  case  of  quinine,  it  destroys  only 
the  free  protozoa,  while  encysted  forms  escape,  and  may  give  rise  to 
relapses.  Emetine  is  valueless  in  dysentery  from  bacillary  infection 
and  most  other  intestinal  disorders  but  has  been  recommended  in  sprue. 

Ipecacuanha  has  been  recommended  in  very  small  quantities  as  a 
stomachic,  even  In  cases  of  vomiting,  ami  its  action  on  the  mucous 
membrane  might  be  expected  to  be  of  value  in  some  cases;  but  it 
very  often  fails  to  have  any  effect,  and  is  not  widely  used  for  this 
purpose. 
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XXV,  COLCHICINE. 

Colchicine  and  colckiceine  are  two  nearly  related  bodies  found  in  the 
seeds  and  corm  of  Colchicum  autumnale,  which  owea  its  activity  to 
their  presence.  Colchicine,  (CH30)jCn,H,(CsH50).OCH,.NHCOCH|.  is 
the  methyl  ester  of  colchiceine,  which  is  much  less  active  pharmaco- 
Icgically.  Colchicine  is  feebly  basic,  while  colchiceine  is  slightly  acid 
in  reaction. 

Symptoms. — No  symptoms  whatever  follow  the  use  of  colchicum  in 
small  quantities.  Large  doses,  corresponding  to  4-5  mgs.  of  colchicine, 
cause  diarrhcea  with  some  griping  in  susceptible  persons,  and  in  the 
therapeutic  use  of  the  drug  purging  is  often  observed;  symptoms  only 
arise  several  hours  after  the  drug  is  administered^  and  this  interval  is 
not  shortened  by  increasing  the  dose. 

In  poisoning  ivith  colchicine,  whether  given  by  the  mouth  or  injected 
hypoderraically,  the  symptoms  arise  from  the  alimentary  tract.  Pain 


in  the  gastric  region  is  followed  by  salivation,  nausea,  vomiting,  and 
diarrhcea.  At  first  the  evacuations  are  the  ordinary  contents  of  the 
stomach  and  intestine^  but  afterward  a  quantity  of  sticky  mucous 
fluid  may  be  ejecteci,  often  streaked  with  blood,  l^ter,  a  condition 
of  depression,  apathy  and  collapse  follows,  and  the  mo\*ements  become 
slow  and  difficult,  more  especially  in  the  posterior  extremities,  which 
eventually  become  completely  motionless;  the  paralysis  then  progresses 
upward  until  the  movements  of  the  fore  limbs  and  respirator^'  muscles 
are  involved,  when  death  occurs  from  asphyxia.  In  man  the  intelligence 
remains  until  death,  though  there  is  generally  some  giddiness  and 
precordial  anxiety  and  occasionally  some  confusion  or  even  delirium 
precedinff  the  collapse. 

In  mammals  poisoned  with  colchicine  tlie  alimentary  canal  exhibits  all 
the  appearances  of  acute  gastro-enteritis,  with  numerous  ecchymoses, 
especially  in  the  upper  part  of  the  bowel.  In  less  acute  cases  these 
inflammatory  symptoms  are  less  marked,  and  in  man  there  is  seldom 
more  than  catarrh  of  the  duodenum. 

The  Circttlation  is  but  little  affected  apparently.  In  animals,  the 
blood-pressure  and  heart  rhythm  remain  normal,  and  though  a  small, 
rapid  pulse  may  be  one  of  the  features  of  the  poisoning  in  man,  this 
is  due  to  the  collapse  rather  than  to  any  direct  action  on  the  circu- 
latory organs. 

The  Reapiratloii  is  slow»  but  is  deep  and  full  at  first.  Later  it  becomes 
shallow^  and  the  failure  of  the  centre  is  the  cause  of  death,  the  heart 
continuing  to  beat  for  some  time  afterwards. 

The  Movements  of  the  Bowel  are  much  hastened  when  the  symptoms 
set  in.  and  Dixuu  states  that  colchicine  acts  on  the  bowel  in  the  same 
way  as  pilocarpine,  and  that  its  action  is  antagonized  by  atropine; 
but  this  is  entirely  inadequate  to  explain  the  acute  inflammatory 
appearances,  which  are  e\'idently  due  to  an  irritant  action  on  the 
mucous  membrane.  Increased  movement  is  said  to  be  induced  in 
the  plain  muscle  of  the  spleen,  uterus,  and  bronchial  muscle  from  a 
pilocarpine-like  action. 

When  LocAlly  AppMod  to  sensitive  mucous  membranes,  or  when 
injected  hypodermically,  colchicine  is  intensely  irritating,  producing 
redness  and  prickling  in  ttie  skin,  and  a  burning  sensation  in  the  mouth 
and  throat. 

The  Nerrous  Symptoms  are  supposed  by  some  to  be  due  to  a  direct 
action  on  the  central  nervous  system,  but  are  to  be  ascribed  rather  to 
a  condition  of  collapse  produced  indirectly  through  the  action  on  the 
abdominal  organs. 

The  influence  of  colchicine  on  the  Kidneys  varies,  for  in  some  cases 
complete  anuria  is  produced  for  many  hours,  while  in  others  the  urine 
is  slightly  increased.  The  constituents  of  the  urine  are  not  materially 
altered  by  ordinary  therapeutic  doses  of  colchicum,  and,  in  particular, 
the  uric  acid  shows  no  constant  change  in  amount.  In  animals  bloody 
urine  is  sometimes  passed  after  colchicine. 

In  poisoning  with  colchicine  the  leucocytes  are  at  first  reduced  in 
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the  peripheral  circulation,  but  afterwards  increase  to  beyond  the 
normal  number. 

All  of  these  symptoms  are  exactly  those  caused  by  a  large  number 
of  poisons,  including  some  of  the  bacterial  toxins  and  the  heavy 
metals.  Many  local  irritants  when  injected  into  the  blood  or  when 
absorbed  from  the  subcutaneous  tissue  or  the  alimentar>'  canal,  exer- 
dse  an  immediate,  local  action  ^  which  betrays  itself  in  pain  or 
eechymosis  and  swelling  at  the  point  of  injection,  but  these  symptoms 
pass  ofF  in  a  short  time  and  the  animal  becomes  ap]>arently  normal 
for  many  hours  or  even  days.  At  the  end  of  this  time,  however, 
symptoms  begin  to  de^'elop  at  two  points — in  the  alimentary  canal 
and  in  the  kidneys*  The  reason  probably  b  that  the  poisons  are 
excreted  at  these  points  and  are  either  freed  from  same  harmless  coto- 
bination  in  which  they  have  circulated  in  the  tissues,  or  perhaps 
collect  in  larger  quantities  in  the  excretory  organs.  At  any  rate, 
irritation  and  later  acute  inflammation  are  set  up  at  these  point3- 
At  first  tJie  irritation  excites  only  diarrhcea  and  diuresis,  but  as  it 
goes  on,  gastro-enteritis  and  anuria  or  heematuria  may  be  produced. 
The  symptoms  from  the  intestine  and  kidney  may  not  be  equally  ^ell 
marked;  at  one  time  the  one  becomes  inflamed  while  the  other  is  only 
subjected  to  mild  stimulation,  while  at  other  times  both  are  the  seat 
of  acute  inflammation.  The  inflammation  of  the  bowel  produces  a 
condition  of  collapse,  which  is  seen  also  in  various  intestinal  diseases, 
such  as  cholera.  Sometimes  the  pobons  (and  also  cholera)  produce 
no  very  marked  sj^nptoms  of  gastro-intestinal  disorder,  but  rather 
those  of  collapse,  but  there  is  no  reason  to  believe  that  the  collapse  is 
due  to  any  direct  action  on  the  central  nerv-ous  system. 

A  number  of  colchicine  derivatives  have  been  examined  by  FUhner,  who 
fibds  that  colchiceine  has  little  action  and  that  oxycolchicine  is  equally  inactive 
in  mammals,  but  is  very  poisoDoua  in  frogs,  in  which  it  prolon|rs  the  muscle 
curve  in  the  same  way  aa  veratrine  and  also  causes  Btrychnine-like  convulsions. 
Colchicine  itself  only  acta  in  the  frog  after  a  latent  period  extending  over  some 
weeks,  aa  a  general  rule* 

Peeparationb- 

Colchici  Cormufl  (U  S.  P.,  B.  P.),  the  corm  or  bulb  of  Colchicum  autumnalei 

cont&ining  0- 35  per  cent,  of  colchicine,  0.25  G.  (4  ^.). 
Exiracium  Cokhici  Cormi  (U,  S,  P.,  B.  P.),  0.06  G.  (1  gr,);  B.  P.,  i-1  gr, 
ViNUM  Colchici  (B.  P.)  (10-30  mina.), 

Colchici  Semen  (U.     P.),  Colchici  Seidiia  (B.  B.),  the  seed  of  Colchicum 

autumnale»  containing  0.45  per  cent,  of  colchicine,  0.2  G.  (3  ^.)- 

Fiuidextraclum  Colchici  Seminis  {\J.  P.),  (0<4  per  cent,  colchicine),  0.2  nul. 
(3  miiLB.)* 

Ttncltira  Colchici  Semirtis  (U.  S.  P*)  (0.04  per  cent,  colchicine),  2  inilB  (30  mins.). 
Tinctvra  Colchici  (B.  P.),  5-15  mina. 

Cokkieim  (U.  S.  P.)  {CnHuNO|)»  an  alkaloid  obtained  from  colchicum, 
pale  yellow  in  color_^  with  a  hitter  taste  and  characteristic  odof ;  soluhle  in  22 
parta  of  water  and  to  alcohol.    Dose,  0,5  mg.  ([if,  gr.). 

Therapeutic  Uaea. — Colchicum  has  long  been  used  in  gout  on  purely 
empirical  grounds.     In  fact,  the  pathology  of  gout  is  so  obscure  that 


PMENYLQUINOLmB  CARBONIC  ACID  445 


no  rational  treatment  for  it  can  be  looked  for  at  the  present  day,  and 
the  efficacy  of  colchicum  in  this  disease  can^  therefore*  he  argued 
solely  from  clinical  experience.  There  is  no  doubt  that  the  pain  and 
inflammation  around  the  joint  in  an  acute  attack  of  gout  are  relieved  by 
colchicum,  often  without  any  other  obvious  effect,  but  sometimes  only 
after  enough  has  been  gi\'en  to  cause  some  diarrhoea.  In  the  inter\'als 
between  the  acute  attacks,  colchicum  does  not  appear  to  have  any 
beneficial  effect,  and  it  is  not  clear  that  continued  treatment  wards  off 
the  attacks.  The  uric  acid  excretion  Is  not  altered  by  colchicum  treat- 
ment in  gout,  nor  in  health.  And  though  some  investigators  have 
stated  that  the  excretion  of  endogenous  uric  acid  is  increased  by  col- 
chicum, while  that  derived  from  the  focKl  remains  unaffected,  this  haa 
not  been  established.  The  failure  to  explain  the  action  of  colchicum 
in  gout,  by  changes  in  the  uric  acid  elimination  or  in  any  other  way, 
does  not  diminish  the  importance  of  the  clinical  e^'idence  that  it  is 
beneficial  in  this  disease,  but  merely  indicates  that  further  research  is 
necessary  before  the  problem  can  be  solved. 
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XXVI.   PHENYLQUINOLINE  CARBONIC  ACID  (ATOPHAH). 


A  number  of  compounds  of  the  t^'pe  of  quinoline  carbonic  acid  have 
been  shown  by  Nieolaier  to  increase  the  amount  of  uric  acid  excreted 
in  the  urine  in  a  remarkable  way;  among  these  the  phenyl-quinoline 
carbonic  acid  is  the  most  efficient  and  has  been  introduced  into  medicine 
under  the  name  of  atophan* 

CH  C— COOH 

HC 


CH  N 


A  nearly  related  substance,  the  ethyl  ester  of  a  methyl-atophan  Is 
issued  under  the  name  of  NoFaiaphan^ 

Atophan  may  be  taken  in  large  quantities  (100  grs.)  without  any 
obvious  symptoms,  but  considerably  smaller  doses  (30  grs.)  may  suffice 
to  increase  the  uric  acid  of  the  urine  threefold;  in  other  cases  the 
augtnentation^is  not  so  great,  but  it  is  almost  always  40  or  60  per  cent. 
The  urine  is  but  little  changed  in  amount  but  is  often  turbid  when 
passed,  and  deposits  quantities  of  urates  on  standing;  this  turbidity 
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may  wppemr  wkfam  k/tty-^re  mimitn  of  tke  admmaiAiaaaa  of  stopfaui. 
No  other  coosdtaeot  ol  the  ivioe  b  flkered  AppRdsbly  in  unottBt. 
Tbb  UM.H!mJ  ciiavaatiaa  ol  anlcsi  sad  «t  add  occms  v  pcnoos 
<Mk  onfiuiijF  <Bet  aadwim  em  m  pmmm4nt  dfet,  in  mlack  the  uric  acid 
«xmt«d  caa  arise  odlf  from  tbc  tinoe  clwasr.  Wbn  atafJbB&  is  grrcsn 
lor  one'  <by  oidj-,  tbe  csovtioa  of  vie  add  rises  imfidiifrly,  and  tbe 
fbiloPirii^  day  h  sinks  betofv  the  normal  ■mounT,  aa  the  first  iarg« 
axcretioa  had  nhaostod  the  VMpptj^  'What  h  is  gira  roodauoosly  ^ 
•ome  time,  the  cxactioa  fall  nvilly  after  the  first  day  and  may  reach 
the  normal  or  ereo  below  it  oa  mhaffnirat  days;  vcr^-  often  bovever^ 
more  unc  add  it  excreted  ea^  day  thaa  mcBkaOy,  *ltlirtng4»  the  marked 
excmioo  attainfd  at  first  b  not  repeated. 

The  more  mpid  excretion  of  oric  add  is  attended  by  a       in  the 
uric  add  oootent  of  the  Uood  (Fofin  and  Lyman).  The  actioo  is 
thus  a  ffirect  one  on  the  kidney,  whodi  is  more  reacEly  permeated  by 
the  urates,  so  that  thoae  prerioosiy  retained  in  the  biood  throng  the 
difficulty  attending  their  eSminatiDQ  by  the  kida^,  Bo«r  escape  in  the 
urine.  The  kidD^r  b  diaogcd  oaiy  in  rf^atioo  to  the  uric  add«  and 
the  other  constitiiccts  of  the  urine  thus  mnain  ttnaheted.    The  raptd 
removal  of  the  urates  of  the  blood  and  tissues  appears  often  to  increase 
the  formation  of  uric  add  in  the  body,  for  the  continued  treatment 
with  atoph&n  b  attended  by  an  abnormally  large  amount  of  uiic  add 
in  the  urine  even  when  it  extends  to  neks  in  duration*  And  it  has  been 
fouud  that  under  atopfaan  mor«  oric  add  b  eliminated  in  the  urine 
from  a  given  quantity  of  Dudeloic  add  than  can  be  obtained  in  ordinary 
cireuiDstanees.  The  formation  of  uric  add  in  the  organs  is  thus  favored 
by  the  atophan  treatmeut,  but  thb  appears  not  to  be  due  to  any  direct 
action,  but  to  be  the  result  of  the  rapid  excretion,  which  leads  to  a  fall 
in  the  urates  of  the  blood  and  thus  makes  rooai  for         urates  from 
the  organs;  possibly  the  reduced  amount  of  urate  in  the  blood  may 
change  the  direction  of  decomposition  of  nucktnic  add^  some  which 
would  normally  be  excreted  as  urea,  now  following  the  alternative 
path  to  end  as  uric  acid.   All  the  evidence  points  to  atophan  increasing 
elimination  by  the  kidney  rather  than  to  any  direct  infiuence  on  uric 
formation,  though  this  is  by  no  means  generally  accepted.    Abl  6nds 
that  calcium  and  atropine  lessen  the  excretion  of  uric  add  under 
atophan.    Atophan  appears  to  undergo  decomp>osition  in  the  tissues 
for  the  most  part,  though  some  appears  in  the  urine  unchanged. 

Aeidum  Fkenylcinchaninicnm  (U,  S,  P,)t  Atophan  (CuHuNOi"*,  forms 
ftmall  colorless  cr^-stals  with  a  bitter  taste,  ahnost  insoluble  in  water  but 
soluble  in  alkalies  and  acids.  Dose,  2^  G-  (30-60  grs.)  per  day  in 
divided  doses,  given  as  powder  or  tablets* 

Atophan  has  been  used  in  gout  chiefly,  in  which  it  increases  the  uric 
acid  elimination  in  the  same  way  as  in  health  and  does  not  induce  any 
other  symptom.  Thb  free  remo^'al  of  uric  acid  appears  to  be  of  beneht 
in  the  disease  and  several  obser\'ers  state  that  the  deposits  of  urates 
(tophi)  are  lessened  in  sis^e  and  the  chronic  inflammation  of  the  joints 
is  relieved;  others  have  observed  less  benefit  and  deny  that  uric  acid 
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sits  are  reabsorbed  under  atophan.   There  seems  qo  doubt  tbat 
tophan  fails  to  relieve  the  pain  and  inSammation  of  an  acute  attack 
in  the  way  which  has  given  colchicum  its  reputation  in  this  disease. 
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XXm     SAPONIN,  SAPOTOXIN  AND  SOLANINE. 

This  group  comprises  a  series  of  glucosides  which  are  very  widely 
distributed  in  plants  and  which  resemble  each  other  in  their  chemical 
composition  as  far  as  that  h  known  and  also  in  their  action  on  living 
tissues.  Kobert  has  found  that  many  of  them  may  be  arranged  in  a 
chemical  series  CtHio-aOio^  Some  have  an  acid  reaction  and  form 
salts  ts-ith  the  alkalies,  while  all  possess  the  characteristic  glucosidal 
reaction,  being  decomposed  by  acids  or  ferments  into  sugars  and 
unknown  inactive  substances.  The  most  poisonous  among  them  are 
designated  by  the  general  term  of  Sapotoxins,  while  Saponin  may  be 
used  to  include  the  less  active  and  the  wholly  innocuous  members  of  the 
group.  Many  plants  contain  several  of  these  bodies  and  their  isolation 
is  very  difficult. 

These  glucosides  reduce  the  surface  tension  of  water  to  a  x  ery  marked 
degree,  and  even  dilute  solutions  form  froths  like  soap  when  shaken  up. 
From  this  pro{)erty  the  plants  derive  their  popular  names  of  soafj-root 
or  soap-bark*  The  reduction  of  the  surface  tension  also  explains  the 
property  of  holding  insoluble  bodies  in  suspension  which  is  common  to 
the  aeries.  The  saponins  have  a  peculiar  affinity  for  lecithin  which 
they  dissolve,  while  cholesterin  forms  an  insoluble  chemical  compound 
with  many  of  them. 

Saponins  or  sapotoxins  are  found  in  about  150  species  of  plants. 
The  chief  of  these  are: 

Quillaja  saponarla,  or  soapbark  (containing  qidliajasayoloxin  and 
quillajac  acid). 

Sapoaana  officinalia,  or  soapwort  {mporubrin  and  saponin). 
Cyclamen  Europeum^  or  sowbread  (cjfclamin), 
Polyeala  aenefa  (senegin  and  polygalic  aeid), 

A^oatemma  githa^o^  or  corncockle  (agrostejnma'^fni}ntoxm  and  acid), 
Gypsophila  atmthiuni  and  other  species  {gypsophila-sapoioxin). 
ChamfBlirium  luteum,  or  blazing  star  (cfummllTium-sapoioxin), 
Smilax,  various  species,  including  those  kiio\^  n  as  sarsaparilla  {aar* 

saponin,  sarsapardla-^aponin  and  pariUin  or  smiiacin). 

In  addition  to  the  plants  which  owe  their  action  to  the  presence 

of  these  bodies,  a  number  of  drugs  contain  saponins  along  with  other 
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more  iiKiwrtatit  priiK*i|)les.  Thus  an  almost  inactive  saponin  [digi- 
tonin)  h  met  with  in  digitalis*  and  similar  saponins  occur  in  several 
4>thera  of  the  di^ilnlis  series,  although  they  have  not  yet  been  i^lated; 
hellehorein  a]>pears  tu  stand  midway  between  the  true  digitalis  glucosides 
and  the  suiHiuins  h\  its  action,  * 

Tlic  tnoat  poisonous  sapotoxins  are  those  of  quillaja,  agrostemma, 
and  g>j>3ophila,  quillajac  acid  and  cyclamin,  Senegin  is  only  about 
one-tenth  as  poi3ono\is  as  quillaja-sapotoxin,  and  some  saponins  may 
be  regarded  as  hannless  when  taken  in  ordinary  quantity. 

Another  body  closely  resembling  tlic  saponins  in  action  is  Solanine, 
a  glucosidal  alkaloid  found  in  many  species  of  Solanum,  such  as  S, 
nigrum  (black  nightshade),  S.  dulcamara  (bittersweet),  tuberosum 
(potato),  and  probably  in  some  species  of  Scopola.  Solanine  breaks 
up  on  being  lieated  with  acids  into  sugar  and  a  base,  Solanidine,  which 
retains  the  jjoisonous  action.  Some  interest  attaches  to  solanine  from 
its  having  been  lield  responsible  for  some  instances  of  widespread 
poisoning  from  the  use  of  potatoes.  But  it  is  now  known  that  the 
symptoms  arose  from  putrefactive  bacteria  and  their  products,  and 
that  solanine  is  never  present  in  the  tuber  of  the  potato  in  sufficient 
quantity  to  be  noxious. 

Action. — The  sapotoxins  have  a  harsh,  acrid,  taste,  and  when  swal- 
lowed provoke  nausea  and  often  vomiting,  with  pain  and  colic,  and  less 
frequently  diarrha^a.  They  are  not  absorbed  by  the  normal  epithelium 
of  the  alimentary  canal,  and  seem  to  undergo  decomposition  in  the 
bowel,  and  therefore  fail  to  produce  general  symptoms.  Thus  pigs 
feed  with  avidity  on  Cyclamen  and  are  unharmed  by  it  unless  some 
lesion  of  the  intestine  la  present.  The  unbroken  skin  is  not  affected 
by  a  single  application  as  a  general  rule,  but  w^hen  they  are  applied 
repeatedly  or  rubbed  in  as  ointment  they  cause  irritation  and  pustules. 
Absorption  is  extremely  slow  from  the  subcutaneous  tissues,  in  w'hieh 
they  act  as  irritants,  however,  and  produce  inflammation  and  suppura- 
tion. The  sapotoxin  derived  from  Agrostemma  dilTers  from  the  others 
in  being  absorbed  fairly  rapidly  from  the  alimentary  canal  and  from 
the  subcutaneous  tissues,  so  that  more  dangerous  symptoms  may  arise 
from  it  than  from  the  other  members  of  the  series. 

When  these  bodies  are  injected  directly  into  the  bloodvessels,  they 
induce  much  more  characteristic  changes,  which  very  often  prove 
fatal  after  a  longer  or  shorter  interval.  Very  large  quantities  thus 
injected  may  kill  animals  within  a  few  minutes  from  respiratory 
paralysiSj  and  no  characteristic  appearances  are  to  be  found  post- 
mortem. Smaller  doses  induce  depression,  loss  of  appetite,  sometimes 
vomiting  and  diarrhoea,  general  weakness  and  collapse,  with  some 
dyspntBa  and  irregular,  feeble  pulse.  Weak  convulsions  appear  just 
before  the  failure  of  the  respiration*  while  the  heart  continues  to 
contract  for  some  minutes  longer.  In  these  cases  ecchymoses  are 
found  in  the  serous  membranes,  pericardium,  pleura  and  peritoneum, 
and  occasionally  in  the  kidneys.  Endocarditis  has  been  oliaerved 
in  some  instances,  but  the  most  important  alterations  occur  in  the 
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Stomach  and  intestines,  the  mucous  membrane  of  which  is  swollen  and 
congested  and  contains  numerous  blood  extravasations.  The  lymphatic 
glands  of  the  abdominal  cavity  are  also  swollen  and  congested  and  often 
filled  with  hicmorrhages,  OccasionalJy  the  kidneys  are  found  to  con- 
tain numerous  blood  casts,  filling  the  lumen  of  the  tubules,  and  in 
these  cases  albumin  and  hiemoglobin  appear  in  the  urine  before  death; 
these  are  more  often  elicited  by  solanine  than  by  the  sapotoxins.  In 
Cyclamen  poisoning  (from  intravenous  injection)  hfemoglobinuria  is  one 
of  the  earliest  sj-mptoros. 

The  property  of  dissolving  lecithin  which  is  characteristic  of  this 
series  renders  them  poisonous  to  living  tissues  when  they  come  in  contact 
witbthem  in  sufficient  concentration.  On  the  other  hand,  choleaterin 
deprives  them  of  toxicity  by  forming  inactive  cholesterides,  but  as  a 
general  rule  the  choleaterin  is  not  in  sufficient  amount  to  neutralize 
them  completely.  Their  irritant  action  on  the  mouth,  throat  and 
stomach  is  the  cause  of  the  nausea  and  vomiting  observed  when  they 
are  administered  in  this  way,  and  they  cause  sneezing  and  coughing 
from  the  aam^  action  in  the  nose  and  throat.  On  other  mucous  mem- 
branes, such  as  the  conjunctiva,  and  in  wounds,  they  cause  similar 
irritation  and  Infiammation,  which  may  be  followed  by  suppuration. 
A  form  of  local  aneesthesia  often  follows  this  irritation,  the  termina- 
tion of  the  sensory  nerves  apparently  being  benumbed,  but  the  pre- 
liminary irritation  precludes  their  use  for  this  purpose. 

When  the  individual  organs  are  exposed  to  the  action  of  saponin 
bodies  by  the  direct  application  of  solutions  to  them^  a  similar  poison- 
ous action  is  elicited.  Muscle  contracts  more  weakly  even  in  dilute 
solutions,  is  eventually  entirely  paralyzed,  and  is  altered  in  structure, 
the  transverse  stri«e  of  voluntary  muscle  and  of  the  heart  becoming 
very  indistinct,  Nenes  exposed  to  solutions  are  also  paralyzed  in 
the  same  way,  and  the  movements  of  cilia  cease  at  once  when  they 
are  exposed  to  sapotoxin  bodies.  The  blood  undergoes  characteristic 
changes  when  it  is  acted  on  by  saponin  either  in  the  vessels  or  in  the 
test-tube*  The  red  blood  cells  undergo  rapid  destruction  and  the 
haemoglobin  is  freed  in  the  plasma.  Even  one  part  of  cyclamin  added  to 
100,000  parts  of  diluted  blood  completely  lakes  the  red-blood  cells* 
while  haemoglobin  appears  in  the  serum  when  considerably  less  poison 
is  added.  The  other  saponin  bodies  act  less  powerfully  in  this  direction 
than  cyclamin,  but  stiU  produce  distinct  solution  of  the  substance  of 
the  red  corpuscles-  \Vlien  a  saponin  is  injected  into  the  blood  of 
a  living  animal  this  destruction  of  the  red-blood  cells  takes  place  to 
some  extent,  and  the  plasma  contains  hcemoglobin,  while  the  blood 
corpuscles  are  considerably  diminished  in  number.  This  bEemolytic 
action  is  not  the  result  of  changes  in  the  haemoglobin ,  but  is  due  to  the 
dissolution  of  the  stroma  of  the  corpuscles,  which  releases  the  hsemo- 
globin.  The  saponins  have  a  strong  solvent  action  on  the  lecithin  of  the 
stroma  and  its  removal  leads  to  the  disintefrration  of  the  celK  This 
solvent  action  occurs  more  readily  when  the  blood  cells  are  suspended 
in  normal  salt  solution  than  in  the  plasma  or  serum,  because  the  cholea- 
29 


450 


SUBSTANCES  ACTING  AFTER  ABSORPTION 


terin  af  the  serum  forms  inactive  compounds  ivith  the  saponins*  Even 
when  the  beemoglobin  in  the  corpuscles  is  coagulated  and  saponin  faib 
to  induce  laking,  the  structure  of  the  corpuscle  is  altered,  as  is  shown 
by  its  reaction  to  salts  (Stewart), 

The  frog's  heart  perfused  with  sapotoxins  is  arrested  in  systole  in  the 
same  way  as  by  digitalis,  and  the  mammahan  heart  is  also  weakened 
when  saponin  is  injected  intravenously,  though  it  continues  to  beat 
after  the  breathing  has  ceased.  The  central  nervous  system  is  also 
susceptible  to  the  changes  in  the  lecithin  in  the  nerve  cells,  and  the 
failure  of  the  respiratory  centre  is  the  cause  of  death.  In  many  experi* 
ments  the  collapse  from  the  irritation  of  the  alimentary  canal  proves 
fatal,  but  in  others  in  which  large  doses  are  immediately  fatal  the  poison 
is  believed  to  act  directly  on  the  nerve  cells^  whose  activity  is  suspended 
by  changes  in  the  distribution  of  the  lipoids  similar  to  that  under 
the  alcohol-chloroform  group.  A  similar  central  nervous  action  may 
explain  experiments  in  which  only  small  quantities  of  the  poison  have 
been  injected,  but  in  which  the  animal  dies  after  a  few  days,  presenting 
no  distinct  symptoms  except  genera!  weakness  and  depression. 

The  sapotoxins  are  poisonous  to  in^'e^tebrate3  apparently,  unless 
they  are  protected  by  a  shelly  through  which  the  poisons  cannot  pene- 
trate. Thus  the  amoeba  and  other  simple  organisms  cease  their  move- 
ments, while  intestinal  worms  are  first  excited  and  then  paralyzed  in 
the  presence  of  some  of  the  group. 

Faust  has  recently  shown  that  oleic  acid  has  the  same  liKiuolytic  action 
as  the  saponin  substances,  and  that  some  forms  of  anaemia  are  due  to 
the  red  blood  cells  being  destroyed  by  oleic  acid  absorbed  in  excess. 

Preparations. 

Quillaiaa  Cortex  (B.  P.),  PaiiMna  b^k,  Soap  bark,  the  inner  bark  of  QuiUaja 

saponaria. 

Sarsaparilla  (U.  S,  P.),  the  nxit  of  Smilax  medica  and  other  species  of  Sniikx. 

Fiuid*rxtrtjdum  SarsapariUm  Compositum  {V.  S.  P.)  contains  sassafras,  liquor- 
ice, and  mezereum,  2  mils  (30  mins.). 

Syrupus  Sarsnparillw  Composiius  (V.  S.  P.),  contains  liquorice,  senna  and 
the  oils  of  sassafras,  anise  and  wiiitef|iTeen.   15  mils  (4  fl.  dra.). 

Senega  (U.  S.  P.)»  Senega  Radix  (B.  P.)^  the  root  of  Polygala  Senega.  1  G. 
(ISgrs.). 

Sympu9  Sen€g<^  (U.  S.  P.),  4  mils.  (I  fl.  dr,). 
Tinctura  Senega  (B.  P.),  J-l  fl.  dr. 
JnJusMin  SenxgiB  (B*  P.}^  4-1  fl.  oz- 

Therapeutic  Uses.— The  drugs  of  this  group  are  all  quite  superfluous. 
They  may  be  used  to  increase  the  bronchial  secretion  in  cough  through 
the  nausea  caused  by  their  slight  irritant  action  in  the  stomach,  but 
they  have  no  ad^^antages  over  such  drugs  as  ipecacuanha;  the  syrup 
of  senega  is  often  prescribed  in  expectorant  mixtures  for  this  purpose, 
Sarsaparilla  has  been  supposed  to  have  an  obscure  action  on  the  nutrition, 
and  has  some  reputation  in  the  treatment  of  syphilis,  but  there  is  no 
reason  to  believe  that  it  is  of  any  sen'ice  here  or  in  any  other  condition, 
although  it  may  be  used  as  a  A'ehicle  for  the  administration  of  mercury 
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and  iodide  of  potassium.  Quiltaja  has  been  used  to  some  extent  as  an 
expectorant^  more  largely  to  form  emulsions  and  to  suspend  insoluble 
powders.  Its  irritant  action  ought,  however,  to  preclude  its  use  for 
this  purpose.  It  is  frequently  stated  that  members  of  the  sapotoxin 
series  are  antidotes  in  digitalis  poisoning,  but  this  is  incorrect. 
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XXVUI,    PRtJSSIC  ACID, 

Prussic,  or  hydrocyanic,  acid  differs  entirely  from  the  other  acids  in 
its  pharmacological  action,  and  has  therefore  to  be  described  apart 
from  them. 

The  pure  acid  is  scarcely  ever  seen  save  in  the  chemical  laboratory, 
and  is  an  extremely  dangerous  body  to  handle,  as  it  ia  very  volatile 
and  when  inhaled  may  produce  death  within  a  few  seconds.  It  is 
generally  met  with  in  a  very  dilute  solution,  which  is  formed  by  the 
decomposition  of  one  of  its  salts. 

In  nature,  prussic  acid  occurs  in  the  secretion  of  some  of  the 
myriapoda,  and  in  the  decomposition  products  of  a  few  glucosides,  of 
which  Atri^/gdaJin  is  the  best  known.  Amygdalin  is  in  itself  practically 
inactive,  but  may  be  decomposed  by  dilute  acids  or  by  a  ferment, 
emulsin,  which  is  generally  found  associated  with  it  in  plants  (see 
p.  66),  Prussic  acid  may  be  formed  from  the  amygdalin  of  the  bitter 
almond  and  the  kernels  of  such  fruits  as  the  apple,  cherr)%  plum,  etc, 
and  from  the  bark  and  leaves  of  several  trees  including  the  laurel 
(Prunus  laurocerasus).  A  paste  formed  from  bitter  almonds  has  given 
rise  to  s>TDptoms  from  the  prusac  acid,  but  a  more  dangerous  substance 
is  the  oil  of  bitter  almonds,  which  consists  of  benzaldeh^^de  and  prussic 
acid  in  a  loose  combination  and  in  very  varying  proportions.  Sweet 
almonds  contain  no  amygdalin  and  are  therefore  harmless.  Laurel 
water  and  the  preparations  of  Virginian  cherry  bark  contain  benzalde- 
hyde  and  prussic  acid  in  too  small  quantity  to  have  any  poisonous 
action.  Several  plants  which  contain  glucosides  similar  to  amygdalin 
have  given  rise  to  poisoning  in  cattle,  probably  from  prussic  acid  being 
freed  from  the  glucosides  in  the  intestine. 

Prussic  acid  and  its  &alts  have  practically  the  same  action,  although 
none  of  the  latter  are  so  poisonous  as  the  free  acid.  Cyanogen,  (CN)j, 
also  resembles  prussic  acid  in  its  effects^  but  is  not  so  active. 
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The  ferrocyanideg  and  other  double  cyaaides  are  in  moat  caaea  harmless 
but  other  compounds,  from  which  pnissic  acid  13  formed  in  the  orf^anism^ 
are  poisonous.  The  organic  combinations  containing  the— CN  radicle  form 
two  seriea,  the  Nitriks,  in  which  the  nitrogen  is  trivalent  {t.  g,,  CH* — CSN), 
and  the  IsonitnleSj  or  CGrbylnmines,  in  wluch  the  alkyl  h  attached  to  the  nitrogen 
(e,  g.t  CHi — N  =  C),  These  compounds  are  alJ  much  leas  poiaonoua  than  pniasic 
acid,  and  the  nitnles  are  said  to  differ  from  it  in  their  effects,  inasmuch  as  the 
chief  symptoms  caused  by  them  arise  from  gastro-intestinal  irritation-  The 
iaonitrLles  are  more  poisonous  than  the  nitrilea  and  resemble  the  acid  more 
closely  in  their  action.  Both  nitriles  and  isonitriJes  give  rise  to  the  formation 
of  prusaic  acid  in  the  tissuea. 

Symptoms  and  Acti<m. — Prussic  acid  first  stimulates  and  then  par- 
alyzes the  central  nervous  system  in  tnatnmaK  but  it  acts  on  so  many 
forms  of  living  matter  that  it  merits  the  designation  of  a  general 
protoplasm  poison.  The  fatal  dose  in  man  is  believed  to  be  about 
0.05-0-08  G.  (1-1^  ;gr.)  of  the  pure  acid,  certainly  a  much  larger  quan- 
tity than  is  fatal  in  cases  of  poisoning  with  some  of  the  alkaloids  and 
f^lucosidea.  Prussic  acid  acts  so  rapidly,  however,  that  it  must  be 
regarded  as  a  most  dangerous  poison.  One  volmne  of  prussic  acid  in 
2000  of  air  is  generally  fatal  to  animals. 

After  very  large  doses  in  mammals,  there  may  be  practically  no 
symptoms;  the  animal  falls  to  the  ground  with  a  slight  convulsive 
movement  or  a  scream,  and  death  follows  in  a  few  seconds  from  simul- 
taneous arrest  of  the  heart  and  respiration. 

In  smaller  quantities  prussic  acid  has  a  bitter,  acrid,  burning  taste, 
which  is  accompanied  by  salivation,  and  is  followed  by  numbness  in 
the  mouth  and  throat.  A  sensation  of  warmtli  in  the  stomach  is 
followed  by  nausea  and  vomiting,  confusion  and  heitdache,  dyspnoea, 
slow  pulse  and  general  muscular  weakness.  The  pupils  are  widely 
dilated  and  the  eyeballs  protrude,  as  generally  occurs  in  asphyxia. 
Unconsciousness  follow^s,  and  then  violent  convulsions,  which  pass  into 
paralysis  with  involuntary  evacuation  of  the  contents  of  the  bladder 
and  bowels;  the  respiration  becomes  extremely  slow  and  eventually 
ceases,  while  the  heart  continues  to  beat  for  some  time  afterward. 

In  frogs,  no  convulsions  occur^  the  symptoms  pointing  to  a  paralysis 
of  the  central  nervous  system  without  preliminary  stimulation,  except 
in  that  the  respiration  is  somewhat  quick  and  dyspnoeic. 

In  mammals  the  Central  Nervous  System  is  first  stimulated  and  then 
paralyzed,  but  the  action  seems  to  be  developed  more  fully  in  the 
medulla  oblongata  and  lower  parts  of  the  brain  than  in  the  cerebral 
cortex,  for  the  convulsions  resemble  those  produced  by  stimulation  of 
the  hind-brain,  although  tlie  subsequent  paralysis  seems  to  include  all 
parts  of  the  central  axis. 

The  peripheral  Muscles  and  the  Nerves  are  weakened  and  eventually 
paralyzed  when  isuspended  in  an  atmosphere  of  the  gas»  but  they  are 
not  affected  in  poisoning;  the  nerves  are  more  readily  poisoned  than 
the  muscles.  When  prussic  acid  in  solution  is  applied  locally  to  the 
Sidn  it  profluces  numbness  and  partial  loss  of  sensation,  but  this  does 
not  follow  in  general  poisoning. 
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The  EeapiratiQii  13  rendered  quicker  and  deeper  by  the  injection  or 
iTilmtation  of  small  quantities  of  prussic  acid.  After  larger  quantities, 
the  acceleration  is  often  interrupted  by  a  prolonged  pause  after  which 
the  breathing  returns  spontaneously.  In  fat^l  poisoning  no  such  return 
occurs,  and  after  very  large  doses  the  breathing  may  cease  within  a 
few  seconds.  These  changes  are  produced  by  primary  stimulation  and 
subsequent  paralysis  of  the  medullary  centre. 

The  Circiilfttion  is  altered  mainly  through  the  action  on  the  central 
nervous  system,  although  prussic  acid  also  acts  directly  on  the  heart* 
Tlie  stimulation  of  the  inhibitory  centre  generally  slows  the  pulse, 
but  this  is  accompanied  by  a  very  considerable  rise  in  blood-pressure 
from  increased  activity  of  the  vaso-constrictor  centres.    Later,  the 
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Ihitciiitf  of  the  movements  ot  the  dUphracna  (reipifationj  af  the  rabbit  under  a  Iati^ 
but  not  fntAl  dose  ol  cyftoidv  of  poULwium  injected  iDtrayaniouily.  A'-B,  vatmi^  reapintioa^ 
At  £  1  tnti.  injected  ;  the  rupir&tary  mDvetii«QtA  &re  much  lor^.  At  C  recovery.  Not« 
the  tbort  dunticm  of  the  stimulatioa. 

blood-pressure  falls,  from  the  depression  of  the  vasomotor  centre,  but 
the  heart  is  now  directly  affected,  and  its  movements  therefore  remain 
somewhat  slow. 

NutritiaD, ^Besides  its  specific  action  on  the  central  nervous  system, 
prussic  acid  exercises  a  depressant  action  on  protoplasm  in  general. 
Both  plants  and  animals  are  retarded  in  their  movements  and  in  their 
nutritive  processes  by  its  presence,  although  they  may  recover  and  show 
no  subsequent  deterioration,  provided  the  poison  acts  only  during  a 
short  time  and  in  sufficient  dilution.  For  example,  the  development 
of  seeds  is  hindered  by  the  presence  of  prussic  acidj  but  proceeds  when 
it  is  withdrawn;  yeast  cells  cease  their  activity,  and  the  insectivorous 
plant  Drosera  no  longer  moves  its  tentacles  in  the  prince  of  cyanides 
or  prussic  acid  (Darwin).  This  action  in  plants  is  probably  due  to  the 
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poison  arresting  the  activity  of  the  ferments  and  the  respiration  of  the 
cells,  for  Schroeder  finds  that  in  moulds  the  oxidation  processes  are 
arrested  by  prussic  acid,  no  carbonic  acid  being  given  off  nor  oxygen 
absorbed. 

The  effects  of  prussie  acid  on  the  mammalian  tissues  have  been 
examined  by  Geppert  in  a  long  and  careful  research.  He  found  that 
the  oxygen  absorbed  by  the  tissues  was  much  lessened  by  it;  even 
during  the  most  powerful  convulsions  after  prussic  acid,  the  absorption 
of  oxygen  is  often  distinctly  lower  than  in  the  normal  resting  animal 
and  the  carbonic  acid  formed  by  the  tissues  falls  correspondingly. 
Geppert  proceeded  to  prove  that  the  imperfect  oxidation  is  due  to 
the  tissues  being  unable  to  absorb  the  oxygen  brought  to  them  by  the 
h\oo(\  cells;  that,  in  fact,  a  change  occurs  in  the  protoplasm  which 
retards  the  normal  respiration  of  the  cell.  In  consequence  of  this,  the 
ox>^haemoglobin  of  the  blood  is  not  reduced  in  the  capillaries,  so  that 
the  venous  blood  has  the  same  bright-red  color  as  the  arterial.  Prussic 
acid  is  rapidly  changed  to  harmless  products  in  the  tissues,  however, 
provided  a  lethal  dose  has  not  been  given,  and  as  this  process  goes  on, 
the  protoplasm  recovers  its  oxygen-absorbing  power,  the  expired  air 
becomes  less  rich  in  oxygen  and  richer  in  carbonic  acid,  and  the  veaous 
blood  assumes  its  ordinary  dark  color.  The  usual  results  of  imperfect 
oxidation  in  the  tissues  are  seen  in  an  increase  in  the  sugar  and  lactic 
acid  in  the  blood.  Imperfect  oxidation  is  also  the  chief  cause  of  the 
augmented  nitrogen,  lirea  and  unoxidized  sulphur  of  the  urine.  But 
some  other  changes  in  the  urine  do  not  seem  to  be  adequately  explained 
by  this  factor  and  may  arise  from  some  hitherto  unrecognized  action 
of  the  poison  (Richards  and  Wallace.) 

The  diminution  in  the  oxygen  absorption  by  the  tissues  is  appar- 
ently due  to  the  activity  of  the  intracellular  ferments  being  arrested  by 
prussic  acid,  and  there  thus  seems  to  be  an  entire  correspondence 
between  the  changes  produced  in  the  metabolism  of  plants  and  animals 
by  prussic  acid. 

There  is  a  tendency  to  ascribe  the  whole  action  of  the  cyanides  to 
this  arrest  of  oxidation ;  for  example,  it  is  often  stated  that  the  quick 
breathing  and  the  subsequent  asphyxia  both  arise  from  the  oxidative 
processes  in  the  respiratory  centre  being  stopped  by  the  poison.  This 
may  be  true,  hut  it  is  by  no  means  proved;  the  effects  in  the  central 
nervous  system  may  not  be  of  the  same  nature  as  those  described  by 
Geppert,  for  the  arrest  of  respiration  occurs  from  quantities  that  have 
but  little  effect  in  delaying  the  oxidation  in  the  other  organs* 

Prussic  acid  is  changed  to  sulphocyanides  in  the  tissues,  and  is 
partly  excreted  in  the  urine  in  this  form,  while  part  of  it  undergoes 
further  and  unknown  changes.  This  combination  of  prussic  acid  and 
sulphur  bodies^  such  as  the  proteins,  seems  to  arise  by  simple  chemical 
processes,  without  the  intervention  of  living  protoplasm  being  necessary. 

In  the  living  body  prussic  acid  does  not  form  any  combination  with 
the  hemoglobin  of  the  red-blood  cells,  but  in  the  drawn  blood  it 
appears  to  form  cyanha^moglobin,  a  loose  combination  which  differs 
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slightly  from  oxyhBemoglobin  in  its  spectrum  and  is  reduced  with  greater 
difficulty^  30  that  the  blood  retains  its  red  color  longer.  In  cases  of 
poiscning  with  cyanides,  the  dependent  parts  of  the  body  often  present 
a  bright  red  color  instead  of  the  usual  post-mortem  lividity,  and  this 
seems  due  to  the  cj^anhaemoglobLn  retaining  its  red  color,  while  ordinary 
oxyhiemoglobin  is  reduced.  If  normal  blood  be  brought  la  contact 
with  a  solution  of  peroxide  of  hydrogen,  it  effervesces,  owing  to  the 
liberation  of  oxygen  by  the  peroxidase  ferment,  and  the  peroxide  being 
all  decomposed  in  this  way,  the  oxyhsemoglobin  remains  unchanged; 
if,  however,  prussic  acid  be  present,  no  effervescence  occurs,  because 
the  peroxidase  is  rendered  inert,  and  the  hemoglobin  is  at  once  changed 
to  meth^emoglobin  from  the  oxidizing  action  of  the  peroxide,  which  is  no 
longer  dissipated. 


Aciduin  H]rdroc;anicum  I>ilatuiD  (U.  S.  P.,  B.  PO,  a  2  per  cent,  solution 
formed  from  potassium  feirocyanide  or  allver  cyaaide.  It  ia  a  colorless  fluid 
with  a  characteristic  ameU  and  t&ste,  and  ought  not  to  be  kept  long^  ad  it  ia 
liable  to  decomposition;  much  of  that  actually  used  in  medicine  ia  partially 
decomposed  and  therefore  under  2  per  cent,  ia  strength.  Dose,  0.1  mil  (1| 
mins.);  B.      2-5  mins. 

A  number  of  other  preparations  contain  pruaaic  acid,  generally  in  very  vari- 
able quantity-  Thus  in  the  U.  3.  P>  the  preparationa  of  oil  of  bitter  almoadB, 
contain  it,  and  the  volatile  oil  is,  in  fact,  dangerous  owing  to  the  large 
proportion  of  prusatc  acid  aotnetimes  preeent.  Another  series  of  prepa- 
raUoQfi  containing  it,  though  only  in  minute  quantities^  la  that  of  the  bark 
of  the  wild  cherry,  Prunus  Virginiana,  In  the  British  Pharmacopceia  the 
bitter  almond,  Virginian  cherry  and  the  cherry-laurel  water  contain  it,  but 
only  in  harmless  quaotitiee.    It  is  also  present  in  the  tincture  of  chloroform 


Therapeutic  Uaes. — Prussic  acid  might  be  eliminated  from  thera- 
peutics without  loss.  It  was  formerly  applied  to  soothe  itching  surfaces, 
but  is  inferior  to  the  cocaine  series.  It  has  also  had  some  reputation, 
probably  undeserved,  in  the  vomiting  of  pregnancy.  It  was  formerly 
used  extensively  as  a  sedative  in  cough,  but  was  generally  prescribed 
along  with  opium  or  other  narcotics,  and  it  seems  unlikely  that  the 
hydrocyanic  acid  had  any  effect. 

In  Poiaoning  with  prussic  acid  or  the  cyanides,  the  treatment  is  that 
of  poisoning  in  general — thorough  evacuation  of  the  stomach,  warmth^ 
and  general  measures  against  collapse.  Artliioial  respiration  should 
be  resorted  to  when  necessary,  as  a  cyanide  is  comparatively  quickly 
rendered  inactive,  and  the  recovery^  is  rapid  when  it  once  sets  in.  The 
intravenous  injection  of  sodium  sulphide  and  hyposulphite  has  been 
advised  on  the  theory  that  the  comparatively  harmless  sulphocyanide 
would  be  fortoed,  and  animals  seem  to  be  able  to  survive  an  otherwise 
lethal  dose  when  this  is  done.  This,  however,  like  other  proposed 
antidotes,  b  not  generally  applicable  in  an  emergency,  and  if  prussic 
acid  is  not  fatal  within  a  few  minutes,  recovery  ma^""  be  looked  for  with- 
out any  treatment.  But  in  many  cases  life  is  extinct  before  medical  aid 
can  be  called. 


Fbepahations. 


SUBSTAKCES  ACTING  AFTER  ABSORPTION 


Bibliography. 

ZitUtam.    Ztach.  f.  phya.  Chem.,  xv,  p. 
Bo9kmu.  KnU,    Arcb.  f.  evp.  Falh.  u>  PKnrm..  it.  p. 
0*pperL    Ztscbr,  r>  klin.  Med.,       pp,  208  and  307, 
KoANSfjf.     tJeber  Cyutitnethiomaglobia  uad  dea  N&ctweia  der  Blaiisaure-  SiuttKart, 

Lehfb.  d.  Intoxicationen.  2!id  ed.,  pp. 
Lane.    Arch.  I.  eitp.  Path.  u.  Fbtfjvi,*  ximiT,  p,  347, 
PoicheUi.    Ibid.,  p.  28t. 
Bunffe.    Ibid;  xii,  p,  il,  CCya&Offen.) 

Hej/manm  ti  Afoaoin.    Arob.  de  Pbarmacodynamiqtie,  lii,  p.  359.  (NUfila.) 
Muni.    Arch,  ioteniat.  de  Pharmaeudyn.  pt  d«  TherAp.,  Kii,  p.  447. 
H^idayu.    jQurn,  of  Phye.,  mv,  p,  330, 
RicAdMi  tmd  Wallace.    Joura.  Bial,  Chem.,  iv,  p.  179- 
Luetffv,  Woi/^  and  OslerherQ.    BLOchem.  Ztschr.,  vui,  p>  133. 

XXDC.    A3PID0SPERMA,  OB  QtTEBRACHO. 

The  bark  of  Quebracho  bianco  (Aapidospenna  quebracho)  contains  a  num- 
ber of  alkaloids  which  ore  probably  very  guuilar  io  chemical  composition  and 
which  seem  to  possess  abDaost  the  same  action.  They  are  Asp\dospermin€f 
Aspidospermaiinet  Aspidosandnet  HypoijXi^rackine,  Qwefcrac/ime,  and  Quebra- 
chamine.  Another  species  of  Aepidosperma,  Payta»  contains  two  alkaloids, 
Fayiine  and  Payianine,  of  which  Paytine  reaenibles  closely  the  Quebracho 
alkaloids  in  ita  pharmacolagical  action.  C^uebrachine  ia  alao  found  in  the  bark 
of  the  Yohimbehe  treo  (Gorynanthe  yohjmbi)  and  was  formerly  known  B£ 
yohimbine. 

These  alkaloids  all  produce  nausea,  but  even  after  large  doses  vomiting 
does  not  occur  except  after  Aspidoaamine.  The  nausea  ia  accompamed  by  the 
usual  concomitaut  symptoms — sativationj  increased  secretion  of  mucua  in  the 
respiratory  tract,  depression  and  altemately  rapid  and  slow  pulse.  Large 
quantttiea  often  cause  aymptoms  of  central  nervous  atimulatioaj  tonic  con- 
tractions and  convulsions.  The  respiration  ia  quicker  and  deeper  after  small 
quantities,  but  after  letbat  doses  becomes  stow  and  weak^  and  hnally  ceases. 
Periodic  respiration  often  occurs  before  the  final  standstill,  a  series  of  deep 
dyapnoeic  movements  altenmtlng  with  several  shallow,  inauflicient  ones.  The 
failure  of  the  reapiratioo  is  the  cause  of  death  in  mammals,  the  heart  con- 
tinuing to  contract  for  some  time  longer.  Quebrachine  is  the  most  powerful 
of  these  alkaloids,  aspidospermine  nearly  rivalling  it,  while  quebrachatnine  and 
aspidosamine  are  less  active. 

These  symptoms  are  generally  ascribed  to  a  direct  action  on  the  oentral 
nervous  system,  which  is  first  stimulated  and  then  depressed.  The  chief  seat 
of  action  aeems  to  be  the  medullary  centres  and  the  spiual  cord,  although  the 
baaal  ganglia  may  also  be  more  of  less  involved.  The  stimulation  of  the  medul- 
lary centres  explains  the  nausea  and  vomiting  and  also  the  changes  in  the 
respiratioo,  while  the  convulsions  and  increased  reflex  excitability  point  to  the 
apinal  cord. 

The  terminations  of  the  motor  nerves  in  voluntary  muscles  are  paralyzed 
by  aspidosamine  and  quebrachine  in  the  frog,  not  by  the  other  alkaloids:  but 
aU  of  them  lessen  the  strength  of  muscular  tissue  and  eventually  paralyze  it 
in  these  animals*  Neither  of  these  results  haa  been  observed  to  follow  the 
injection  of  the  alkaloids  in  mammals.  Some  anaesthesia  has  been  observed 
from  the  local  action  of  quebrachine  on  mucous  niembranea  and  nerve  fibres. 

The  circulation  in  mammals  is  affected  indirectly  through  the  nausea,  and 
large  doses  slow  and  weaken  the  heart  through  a  direct  action  in  addition;  the 
blood-presaure  falls  from  depression  of  the  vasomotor  centre.  Under  very 
large  quantities  the  neuromuscular  apparatus  appears  to  be  paralysed,  for 
adrenaline  causes  no  riae  in  pressure.  The  ganglia  on  the  course  of  the  auto- 
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nomic  nerves  are  also  weakened  or  paralyzed  by  these  alkaloids  in  lar^ 
quantity.  Even  small  quantities  of  quebrachine  dilate  tfie  vessels  of  the  skin 
and  genital  organs  from  action  on  the  vessel  walla  (Miiller).  This  causes  erection 
and  promoters  sevual  desire  in  both  male  and  female  aniniaU,  and  this  has  led 
to  the  use  of  quebrachine  (under  the  name  of  yohimbine)  in  veterinary  medicine 
and  also  in  man  to  improve  aexual  power  in  cases  of  neurasthenic  impotence  and 
simiUr  conditions. 

Some  diarrhoea  has  been  observed  after  the  administration  of  these  alkaloids^ 
and  tins  apparently  anaea  from  accelerated  movement  of  the  intestine  (Cow). 
DiuresiB  la  said  to  follow  their  use  in  some  instances. 

Some  authors  have  observed  a  change  in  the  red  corpuaclea  under  quebrachine^ 
but  it^  nature  is  unknown. 

Commercial  "  aspidospermine"  is  a  mixture  of  oU  the  alkaloids  along  with 
other  bodies.    It  is  sometimes  prescribed  in  doBea  of  1-2  mg3.  (3'0-j's  gr.). 

Aspidosperma  w&s  advised  by  Penzoldt  in  the  treatment  of  dyBpncsa  from 
a  variety  of  causes,  and  his  statements  have  received  a  certain  amount  of 
support  from  clinicians.  The  special  conditions  in  which  it  has  been  advised 
are  dyspnoea  from  pulmonary  dbease,  especially  emphysema^  and  from  car-* 
diae  weakness  and  s^hma.  Its  action  on  the  re^^plratory  centre  may  explain 
to  some  extent  the  benefits  derived  from  it,  but  the  mcreased  secretion  of  the 
broQclii  produced  by  the  nausea  may  also  be  of  some  importance.  The  use  of 
quebrachine  in  impotence  haa  been  mentioned  already. 
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XXX.  QUININE, 

The  barks  of  various  species  of  Cinchona  and  Remijia  (Cuprea) 
contain  numerous  alkaloids  which  seem  to  resemble  each  other  closely 
in  their  chemical  and  phanDacological  properties.  The  best  known 
of  these  are  Quinine,  Quinidine,  or  Conquinine^  Cinchonine  and  Cin- 
chonidine;  the  others,  amounting  to  some  twenty  in  number,  are 
believed  to  resemble  these  in  their  effects  on  the  organism,  but  very 
little  has  been  done  to  determine  this,  and  nothing  is  known  regarding 
their  relative  activity. 

The  cinchona  alkaloids  are  derivatives  of  quinoUne,  Cinchonine 
and  einchonidine  are  isomeric  (Ci»HitNi(3),  while  quinine  and  quinidine, 
another  pair  of  isomers,  (CsoHjiNiOt)  are  methoxyl  compounds  of  cin- 
chonine.^ 

Cinchona  hark  contains  besides  these  alkaloids  severa]  acids,  tnclud* 
ing  tannins,  and  some  neutral  substances. 

*  The  other  iJkaJoidA  of  this  Hnos  which  hare  boeo  idaotified  are  bDmpdochoiudin^, 
coaquinamiDe«  quinftmine,  euaconine,  coopusodniae,  uiciiie,  cudccrDidiue,  cuficaminep 
cuBcamtdine.  hydroquiiu'oe,  hydroquimdint,  hydrocincboniae,  ciucbonamine,  quaira- 
min«,  oonquairamiQC.  quairamidi»e,  and  conquairamidine,  whilo  several  others  are  said 
tOi  have  been  fleparat«d  by  some  authoiilJefl,  but  are  rejected  by  others.  The  Acida  gen- 
eraUy  acknowledged  to  be  proaeat  in  clncboaa  are  quimc.  quioovic,  quinotaurxic,  quino- 
vataonio,  caffeotaauJc  and  oxalic,  nrhile  tb«  neutral  bitter  subBtaocea  liave  b^o  named 
quiaovin,  quioova-red  and  ciztcboDap-rad. 


158  SUBSTANCES  ACTING  AFTER  ABSORPTION 


The  cinchonas  are  nati\'es  of  Western  South  America,  but  are  now 
cultivated  in  India  and  Java.  It  seems  questionable  whether  tlie  virtues 
of  the  bark  were  known  by  tlie  native  Indians  before  the  lOvasioD  of 
the  Spanish,  and  its  introduction  into  medicine  dates  from  about 
1630-1640;  its  name  bears  testimony  to  its  efficacy  in  the  case  of  the 
Countess  of  Chinchon  in  163S. 

Action, — Quinine  differs  from  most  of  the  other  important  alkaloids 
in  acting  not  on  some  specialized  form  of  li^'ing  matter,  but  on  the 
general  nutrition  of  almost  all  forms  of  protoplasm.  Other  alkaloids* 
such  as  strychnine,  are  also  possessed  of  similar  effects  as  regards 
nutrition,  but  their  strong  affinity  for,  and  intense  action  on,  some 
special  tissue  prevent  their  effects  on  the  fundamental  properties  of 
living  matter  from  being  elicited  in  the  higher  animals.  Quinine 
is  therefore  often  termed  a  protoplasm  poison  because  its  action 
extends  with  but  little  variation  throughout  most  forms  of  living 
matter.  The  effects  of  quinine  on  protoplasm  generally  consist  in 
transitory  augmentation  of  its  activity,  followed  by  depression  and  death. 
The  action  of  quinine  on  Undifferentiatfld  Protoplasm,  such  as  is 
found  in  the  unicellular  organisms  and  in  the  ovum,  is  therefore  of 
greater  interest  than  that  of  most  alkaloids,  Binz  found  that  while 
very  minute  quantities  sometimes  increase  the  movements  of  the 
amceba  and  infusoria  at  first,  large  amounts  paralyze  them  imme- 
diately, and  the  protoplasm  assumes  a  darker  granular  appearance. 
The  rhythmic  movements  of  ciliated  organisms  are  rendered  slow  and 
finally  arrested  by  very  dilute  solutions^  but  no  other  organism  is  so 
susceptible  to  the  action  of  quinine  as  those  which  induce  malaria  in 
man.  The  microbes  of  putrefaction  are  also  acted  upon  by  quinine, 
although  they  are  more  resbtant  than  the  protozoa;  still,  quinine 
solutions  have  considerable  antiseptic  power.  The  alcoholic,  lactic  and 
butyric  fermentations  are  retarded,  or  entirely  prevented  by  quinine 
through  its  effects  on  the  organisms,  but  it  is  apparently  devoid  of 
action  on  some  of  the  lower  forms,  for  moulds  [FeniciUium)  grow 
freely  in  solutions  of  the  salts;  so  that  the  alkaloid  seems  to  have  a 
selective  action  here,  such  as  is  observed  also  in  its  effects  on  the  fer- 
ments of  the  higher  animals.  Another  example  of  its  action  on  the 
vegetable  cell  is  that  discovered  by  Darwin  in  some  insectivorous 
plants  (Drosera),  in  which  the  movements  seem  to  be  first  excited 
and  later  paralyzed  by  the  quinine  salts. 

The  influence  of  quinine  on  the  reproductive  cells  of  animals  has 
been  carefully  studied  by  O,  and  R,  Hertwig,  who  found  that  both 
the  spermatozoon  and  the  ovum  of  the  sea-urchin  are  injured  by  the 
addition  of  quinine  to  the  sea-water,  the  movements  of  the  former 
being  paralyzed,  and  the  stages  preceding  impregnation  in  the  latter 
progressing  more  slowly,  or  actually  retroceding.  When  quinine  is 
applied  after  the  male  nucleus  has  entered  the  ovum,  the  complete 
conjugation  is  delayed  and  the  whole  process  is  rendered  abnormal 
by  the  admission  of  several  spermatozoa.  Quinine  applied  still  later 
prevents  or  delays  the  division  of  the  ovum  through  its  effects  both 
on  the  nucleus  and  on  the  general  protoplasm  of  the  cell. 
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The  individual  cells  of  more  complex  organiisnis  are  affected  in  the 
same  way  as  tbe^e  more  simple  ones.  This  waa  first  demonstrated  in 
the  leucoeytes  by  Binz,  and  after  some  opposition  has  been  generally 
aecepted.  When  a  drop  of  blood  is  examined  tinder  the  microscope, 
the  white  cells  are  observed  undergoing  constant  changes  of  form  and 
position  exactly  similar  to  those  of  the  amoeba,  but  minute  quantities 
of  a  quinine  salt  are  suMcient  to  stop  all  movements  at  once,  and 
the  leucocytes  assume  a  spherical  form,  become  darker  in  color  and 
granular,  and  soon  break  up  into  debris.  In  the  bloodvessels  smiilar 
changes  occur  when  quinine  is  applied  locally,  as  to  the  frog's  mesen- 
tery; the  leucocytes  again  become  darkly  granular,  and  ceasing  their 
creeping  movements,  are  carried  along  by  the  current  much  more 
rapidly  than  usual.  They  are  no  longer  observed  to  push  their  way 
through  the  vessel  walls,  and  if  they  have  already  penetrated  into  the 
tissues  their  movements  are  arrested.  If  irritation  be  applied  to  the 
part»  no  such  accumulation  of  leucocytes  occurs  in  the  tissues  as  in 
the  unpoisoned  animal,  and  if  an  irritant  has  been  applied  first  and 
the  leucocj-tes  have  poured  out  of  the  vessels  before  the  quinine  is 
applied,  the  process  is  arrested  at  once  oa  its  application.  This  effect 
was  explained  by  Binz  as  due  to  the  poison  acting  on  the  leucocytes, 
and  although  attempts  have  been  made  to  explain  it  by  some  change 
produced  on  the  ^essel  wall  by  the  drug^  there  now  seems  no  reason 
to  question  the  correctness  of  his  \'iew.  Similar  results  are  observed 
when  the  drug  is  not  applied  locally,  but  carried  to  the  part  by  the 
blood;  the  movements  of  the  leucocytes  in  the  vessels  are  less  dis- 
tinct; they  are  carried  along  passively  in  the  general  current,  assume 
a  spherical  form,  and  have  much  less  tendency  to  escape  into  the  gen- 
eral tissues,  and  at  the  same  time  the  number  of  the  leucocytes  in  the 
blood  undergoes  a  considerable  diminutioti.  It  would  be  unjustifiable 
to  infer  from  these  experiments  that  the  therapeutic  dose  of  quinine 
inhibits  the  movements  of  the  white-blood  cells  in  the  human  body, 
and  it  is  no  part  of  Blnz's  theory  that  this  occurs-  The  effect  of 
quinine  on  the  leueocj^es  is  merely  an  example  of  its  effects  on  the 
tissues  generally.  At  the  same  time  the  number  of  leucocytes  in  the 
human  blood  is  diminished  by  ordinary  quantities  of  quinine,  show- 
ing that  the  action  on  the  frog's  leucocytes  eTctends  also  to  those  of 
man,  even  when  the  quinine  is  absorbed  from  the  stomach  and  intestine. 

Other  evidence  of  the  action  of  quinine  is  gained  from  processes 
which  may  be  regarded  as  due  to  ITnOTganized  Fennents, 

Thus  the  oxidizing  action  of  drawn  blood  was  shown  to  be  dimin- 
ished in  several  experiments  performed  by  Binz.  For  example,  it 
fails  to  form  the  blue  oxidation  product  of  guaiac,  or  to  decolorize 
indigo  when  it  is  applied  to  it  along  with  quinine.^   From  these  experi- 

^  The  weU-lcDDwn  ^ai&c  erpenmeot  if  p«rfonned  u  foUows:  A  Treah  lolutiDn  of 
guiuAci  reaia  Id  aloohoL,  to  which  womt  pvtaxidt  of  bydroicen  bu  beeo  added,  ia  divided 
mio  two  parU.  To  the  one  a  miaute  quantity  of  qutniDe  ia  added,  and  one  or  two  drops 
of  blcxHJ  oi  of  juice  TrQixi  a  tiving  plant  &re  then  all  owed  to  Sow  into  each  pan.  The 
one  ooDtatDiDg  the  quxoins  remaioa  unoolot^,  while  the  other  aatumiw  a  blue  tuit  froni 
the  DXidatioD  of  the  cuaiac  by  the  unpoiaoned  blood. 
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ments  the  inference  is  drawn  that  quinine  hinders  the  ftction  of  the 
oxidis^ing  ferments  of  tlie  blood.  A  number  of  other  ferments  act  roore 
vigorously  in  very  dikite  solutions  of  quinine,  whWt  they  are  retarded 
by  larger  quantities;  for  example,  the  autoljlic  ferment  of  the  liver, 
pepsin,  and  rennet.  And  some  appear  to  be  much  less  susceptible  to 
its  action  than  others,  for  they  are  augmented  in  activity  by  quantities 
that  retard  or  destroy  those  more  readily  affected. 

These  experiments  indicate  that  quinine  hinders  some,  if  not  all,  of 
the  processes  uhich  normally  occur  in  living  matter,  and  which  are 
expressed  in  movement  and  in  various  chemical  products;  they  indi- 
cate in  addition  that  this  action  is  not  confined  to  the  intact  protoplasm, 
but  extends  to  some  of  the  ferments* 

Amonji  the  Vertebrates,  also,  small  quantities  of  quinine  give  rise 
to  disturbances  of  the  nutrition,  but  before  discussing  these,  it  may 
be  well  to  indicate  the  symptoms  induced  by  poisonous  doses. 

In  the  frog  a  short  stage  of  incrcfised  reflex  excitability  is  followed  by  the 
loss  of  spontaneous  movemetitSj  the  arrest  of  respiration  and  paralysis  of  the 
spinal  cord  and  motor  nen^e  ends.  In  mamnmla  the  spinal  cord  is  atiraulated 
by  small  quantities  and  then  depressed.  The  respiration  is  sometimes  accelerated 
in  the  beginning^  but  \s  afterwards  weakened,  and  its  fiulure  is  the  cause  of 
death.  General  depression  and  muscular  weatneas  are  usually  the  only  cere- 
bral effects  noted,  and  the  tremor  and  convulsions  said  to  occur  in  some  in- 
stances  may  be  due  to  respiratory  failure.  The  heart  is  often  accelerated 
at  first,  but  is  afterwards  alow  and  weak,  while  the  blood-pressure,  after  a 
slight  increase,  declines  progressively.  According  to  Santesson,  quinine  given 
by  the  stomach  has  comparatively  little  effect  on  the  heart  and  blood-pressure 
in  mammals.  These  sjTnptomB  point  to  a  preliminaiy  stage  of  stimulation, 
foUowed  by  depression  of  the  Central  Nervous  System  and  heart  in  the  verte- 
brates, corresponding  to  the  two  stages  observed  in  the  simpler  organisme. 
They  are  only  elicited  by  very  large  quantities  of  the  drug  and  have  perhaps 
received  greater  attention  than  they  merit  at  the  hands  of  experimental  phar- 
macologmts. 

The  changes  in  the  Circulation  in  mammals  are  caused  by  a  prelinunary 
contraction  of  the  arterioles  and  acceleration  of  the  heart,  followed  by  dila- 
tation of  the  former  and  slowing  and  weakening  of  the  latter.  In  both  caaea 
the  action  is  probably  a  direct  one  on  the  muscle  of  the  arterioles  and  heart, 
although  some  uiveatigators  consider  the  acceleration  due  to  depression  of 
the  inhibitory  mechanism  in  the  heart  or  in  the  medulla  oblongata.  The 
effects  of  quinine  on  the  isolated  frog's  heart  have  been  studied  carefully  by 
Santesson,  who  states  that  the  action  is  entirely  muscular  and  consists  tn  slow- 
ing and  weakenitig  of  the  contractions.  In  fatal  poisoning  in  mammals  the 
heart  is  generally  very  much  weakened  when  the  respiration  ceases,  but  con- 
tinues to  beat  for  some  time  afterward. 

Quinine  acts  upon  MUBCle  in  the  same  way  as  upon  the  simple  organisms, 
temporarily  increasing  its  power  and  subsequently  weakening  it.  Thus  San- 
tesson  found  that  the  strength  of  the  individual  contractions  was  increased 
aud  that  a  contraction  occurred  against  greater  resistance  than  normally,  but 
when  the  atiiimlaiion  was  repeated,  fatigue  set  in  sooner  than  tn  the  unpoisoned 
muscle.  Large  quantities  of  quinine  throw  the  muscle  into  rigor,  which  re- 
sembles that  produced  by  GafTeine,  and  is  probably  associated  with  its  action 
in  accelerating  tite  coagulation  of  myosin  (Furth). 

The  Nerve  Tninks  are  said  to  be  remarkably  tolerant  to  solutions  of  quinine, 
which  do  not  lesaen  their  irritability  when  applied  locally  in  sufficient  quantity 
to  cause  marked  abnonnaltties  in  the  muscular  contraction.   In  the  frog,  the 
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terminations  of  the  mot-or  nerves  in  striated  muscle  are  paralysed  by  large 
do&ea,  but  not  in  mamnials. 

A  sUght  increase  in  the  amount  of  UH116  excreted  has  been  observed  some- 
times,  but  does  not  seem  constant.  It  b  attributed  to  the  action  of  the  quinine 
on  the  renal  epithelium,  by  which  it  is  excreted.  The  other  secretions  do  not 
Beem  to  be  altered  by  quinine,  unless  it  is  applied  directly  to  the  cells  iii  large 
quantity  by  injecting  solutions  into  the  duct  of  the  gland.  The  statement  13 
made  that  the  glycogenic  function  of  the  liver  is  altered  so  that  less  sugar  than 
usual  is  supplied  to  the  blood,  and  there  i3  some  evidence  that  other  hepatic 
Functions  are  less  active  than  usual. 

CiDchona  preparations  and  quinine  have  the  same  action  on  the 
appetite  and  digestion  In  man  as  tbe  simple  bitters  and  nux  vomica. 
Ordinary  therapeutic  doses  often  produce  no  very  obvious  symptoms, 
the  most  frequently  obser\'ed  effect  consisting  in  derangement  of  the 
Sense  of  Hearing,  less  frequently  of  that  of  Sight.  Ringing  or  roaring 
sounds  in  the  ears,  accompanied  by  slight  deafness,  are  produced  by 
moderate  quantities  and  large  doses  are  not  infrequently  followed  by 
complete  loss  of  hearing  for  a  time.  Contraction  of  the  field  of  vision 
is  observed  less  often,  but  in  some  cases  total  blindness  has  been  pro- 
duced and  has  lasted  for  several  days  or  even  weeks.  Color-vision  is 
especially  liable  to  be  rendered  imperfect  or  temporarily  paralyzed  by 
quinine;  these  disorders  of  sight  are  accompanied  by  a  very  marked 
contraction  and  even  obliteration  of  the  retinal  vessels  and  sometitnes 
by  degenerative  changes  in  the  retinal  ner\'e*cells  and  even  by  atrophy 
of  the  optic  nerve.  It  is  still  undecided  whether  the  vascular  changes 
or  the  ner\'ou3  degeneration  is  the  primary  lesion,  but  the  majority  of 
investigators  at  present  favor  the  view  that  the  constriction  of  the 
vessels  is  merely  an  accompaniment  of  the  graver  effects  on  the  gang- 
lionic structures.  The  sjinptoms  in  the  ear  have  generally  been  regarded 
as  the  result  of  congestion  and  hsemorrhages  in  the  tympanum  and 
labyrinth,  but  Wittmaack  has  recently  shown  that  this  view  is  founded 
on  erroneous  observations,  and  states  that  degenerative  changes  occur 
in  the  spiral  ganglion  in  the  cochlea  exactly  analogous  to  those  de- 
scribed in  the  retina.  When  quinine  is  taken  continuously  as  a  prophy- 
lactic, it  is  said  to  impair  the  hearing  and  sight  permanently  in  some 
cases. 

Quinine  possesses  some  irritant  action  which  betrays  itself  in  dis- 
comfort in  the  stomach  and  eructation  after  large  and  repeated  doses 
by  the  mouth,  and  by  pain  and  tenderness  when  it  is  injected  sub- 
cutaneously;  but  this  drawback  is  not  of  so  much  importance  as  in 
the  case  of  many  other  drugs. 

Large  doses  of  quinine  produce  some  confusion  and  depression  with 
a  sense  of  fulness  and  heaviness  in  the  head  from  their  action  on  the 
Cerebrum,  and  this  is  sometimes  accompanied  by  uncertain  gait  and 
slow  pulse.  Very  few  cases  of  fatal  poisoning  have  been  satisfac- 
torily determined  to  be  due  to  quinine,  although  a  considerably  larger 
number  have  been  attributed  to  it.  In  these  cases  marked  weakness 
of  the  heart  and  collapse  accompanied  by  loss  of  sight  and  hearing, 
muscular  weakness,  apathy,  slow,  gasping  respiration  and  finally 
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unconsciousness  and  total  failure  of  the  respiration  were  observed. 
In  some  cases  deliriuDi  and  convulsions  have  been  noted.  Enormous 
doaes  of  quinine  sulphate  have  been  swallowed  without  any  serious 
results.  Thus  in  one  case  thirty  grammes  (one  ounce)  produced  only 
some  confusion  and  noises  in  the  ears. 

The  extensive  use  of  quinine  in  therapeutics  has  demonstrated  that 
raany  persons  have  curious  Idiosyncrasiea  in  regard  to  it  This  is 
betrayed  in  many  cases  by  the  development  of  ear  symptoms  after 
comparatively  small  doses,  but  in  others  symptoms  arise  which  do  not 
appear  in  the  fir^at  majority  of  people  even  after-  large  doses.  The 
commonest  of  these  are  skin  eniptionsi  of  which  a  large  variety  have 
been  described,  and  which  can  be  distinguished  from  ordinary  diseases 
of  the  skin  only  by  the  history  or  by  the  detection  of  quinine  in  the 
urine  or  in  the  stools.  These  exanthemata  are  often  accompanied 
by  some  rise  in  temperature^  which  has  received  more  attention  than 
it  appears  to  deserve,  for  it  is  rare  and,  even  when  present,  is  of  insig- 
nificant extent.  Other  less  important  effects,  which  have  been  occa- 
sionally noted,  are  gastric  discomfort  and  diarrhoea.  In  some  cases  the 
administration  of  quinine  is  followed  by  fever  and  haemoglobinuria 
(black  water)  or  albuminuria.  The  exact  relation  between  quinine  and 
this  condition  is  a  matter  of  dispute;  blackwater  fever  occurs  in  sufferers 
from  old  malarial  infection  occasionally  i\'hen  no  quinine  has  been 
given,  but  in  many  cases  the  symptom  is  provoked  only  by  quinine; 
on  the  other  hand  it  often  passes  off  when  the  treatment  is 
continued.  Quinine  has  no  haemolytic  action  except  in  quantities 
which  lA-ould  prove  immediately  fatal,  and  the  blood  of  these  black- 
water  patients  is  not  more  readily  laked  by  it  than  normal  blood. 

The  Utems  is  aroused  to  contraction  by  quinine,  and  abortion  occurs 
occasionally  after  its  use  in  malaria,  while  in  other  cases  labor  pains 
may  be  induced.  Many  physicians  use  it  during  labor  if  the  pains 
cease  or  if  they  seem  to  be  too  weak  to  expel  the  child.  In  animal 
experiments  it  is  found  that  quinine  injected  intravenously  or  hypo- 
dermically  causes  rh>'thraical  contractions  of  the  uterus  or  strengthens 
the  spontaneous  contractions  when  these  are  present.  The  tone  of 
the  muscle  is  also  augmented.  The  action  appears  to  be  a  direct  one 
on  the  uterine  muscle  and  may  be  observed  in  the  excised  organ. 

In  the  Alimentary  Tract  quinine  and  the  cinchona  preparations  act  in  the 
same  way  as  the  simple  bitters  (page  55) ,  It  is  said  to  lessen  the  secretion 
of  the  gastric  juice  in  the  dog  for  some  days  after  a  single  administration. 

The  Blood  generally  contains  fewer  leucocytes  after  quinine  in  man 
and  in  animals.  According  to  Roth  a  single  dose  generally  causes 
leucocytosis  at  first,  probably  arising  from  contraction  of  the  spleen. 
This  is  followed  by  a  fall  in  the  number  of  white  corpuscles,  especally 
of  the  lymphocytes,  though  the  polynuclear  cells  are  also  reduced. 
The  polynuclears  then  increase  in  number  until  a  distinct  leucoc>'tosi3 
is  again  present,  but  the  l>Tnphocytes  remain  reduced  in  nimiber  while 
in  the  preliminary  leucocytosis  they  predominate. 

The  Spleen  undergoes  a  marked  diminution  in  size  (Roth),  presumably 


from  acti\'e  contraction  of  its  muscular  fibres.  A  similar  constriction 
has  been  observ'ed  in  the  bronchi  in  animals. 

The  constant  effects  of  quinine  on  the  Metabolism,  which  are  pro- 
duced by  quantities  of  the  drug  too  small  to  have  any  further  action 
except  in  specially  susceptible  individuals,  are  of  much  greater  interest 
and  importance  than  the  symptoms  already  mentioned.  This  altera- 
tion of  the  tissue  change  occurs  throughout  the  tnArnmaliat  and  con- 
sists in  a  marked  diminution  in  the  destruction  of  the  nitrogenous 
constituents  of  the  tissues.  After  the  administration  of  quinine,  the 
nitrogen  in  the  urine  is  found  at  first  slightly  augmented  for  a  few 
hours,  but  then  undergoes  a  diminution  of  considerable  extent,  due 
to  a  restricted  production  of  all  the  nitrogenous  constituents  of  the 
urine,  but  especially  of  the  urea  and  uric  acid.  The  phosphates  and 
sulphates  undergo  a  corresponding  alteration,  but  alt  metabolic  changes 
are  not  affected,  for  the  carbonic  acid  exhaled  and  the  oxygen  absorbed 
by  the  lungs  present  no  marked  alteration  in  amount,  so  that  the 
oxidation  of  the  tissues  cannot  be  said  to  be  altered,  but  only  the 
breaking  down  of  the  nitrogenous  bodies,  This  absence  of  effect  on 
the  oxidation  of  the  body  is  not  what  might  have  been  expected  from 
the  experiments  of  Binz  and  others  on  the  simpler  tissues,  for  these 
showed  that  oxidation  of  all  kinds  was  retarded  by  quinine.  On  the 
other  hand,  it  corresponds  with  Jacquet's  observation  that  quinine 
does  not  retard  the  oxidation  of  substances  perfused  through  excised 
organs,  and  has  been  attested  by  many  observers.  In  the  case  of  several 
other  drugs  the  diminution  of  the  urea  is  compensated  for  by  the 
increase  in  the  other  nitrogenous  bodies  in  the  urine,  but  the  fall  in 
the  total  excretion  of  nitrogen  after  quinine  points  to  an  alteration 
of  the  metabolism  of  the  body  in  general,  and  not  to  the  paralysis  or 
destruction  of  the  organs  which  change  the  first  products  of  the 
nitrogenous  metabolism  to  the  simpler  forms  in  which  they  are  finally 
excreted*  The  oxygen  absorbed  and  the  carbonic  acid  excreted  by 
the  tissues  are  generally  held  to  measure  the  amount  of  work  done 
and  heat  formed  by  the  muscular  and  other  activities  of  the  body, 
and  quinine  therefore  does  not  seem  to  affect  these  functions,  while  it 
would  appear  that  some  other  processes^  perhaps  the  death,  growth, 
and  repair  of  the  tissues,  are  less  active  than  normally.  At  any  rate, 
the  nitrogenous  food  is  not  dissipated  so  rapidly',  but  is  stored  up  in 
the  body  in  some  unknown  form,  for  v.  Noorden  found  that  under 
constant  diet  the  nitrogen  excretion  diminished  under  quinine,  and 
this  diminution  continued  for  two  days  after  the  treatment  was 
stopped.  The  nitrogen  absorbed  from  the  alimentary  canal  remained 
unchanged,  and  a  certain  amount  of  protein  food  must  therefore  have 
been  added  to  the  body  and  saved  from  the  decomposition  which  it 
would  have  undergone  in  ordinary'  circumstances. 

Temperature, — The  specific  action  of  quinine  in  preventing  the  par- 
oxysms of  fever  in  malaria  soon  led  to  its  use  in  other  forms  of  fever, 
and  it  has  generally  been  held  that  quinine  has  a  specific  action  in  re- 
ducing fever  temperature.   As  a  matter  of  fact  the  temperature  is  not 
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reduced  in  malaria  by  action  on  the  tissues,  but  by  destruction  of  the 
parasite  which  causes  the  rise  in  temperature;  and  until  this  is  accom- 
plished, quinine  is  unable  to  reduce  the  body  heat  or  even  to  prevent 
its  rising.  In  other  forms  of  fever,  quinine  not  infrequently  fails  to 
reduce  the  temperature  in  man.  In  animals  larjje  doses  are  found  to 
lower  fever  temperature,  but  this  is  often  accompanied  by  such  symp- 
toms as  depression  and  muscular  weakness,  which  in  themselves  would 
reduce  the  amount  of  heat  formed  and  thus  lower  the  unstable  fever 
temperature.  In  health,  quinine  has  no  effect  on  the  temperature  as  a 
general  rule;  in  some  cases  a  very  slif^ht  fall,  in  others  an  equally  in- 
significant rise  in  the  thermometer  follows  its  administration. 

This  antipyretic  action  of  quinine  has  been  the  subject  of  a  number 
of  investigations,  which  ba^e  giAcn  varying  results.  The  genera] 
view^  is  that  in  fever  quinine  reduces  the  heat  production  by  the  changes 
which  it  effects  in  the  general  metabolism:  these  are  not  due  to  any 
central  ner\ous  action  but  are  rather  to  be  regarded  as  analogous 
to  the  action  on  the  simpler  organisms  and  the  ferments.  But  the  only 
change  of  this  character  that  is  known  is  the  reduced  nitrogenous 
excretion;  and  heat  formation  is  believed  to  be  associated  exclusively 
with  the  oxidation  of  carbon  and  hydrogen,  which  has  not  been  shown 
to  be  altered  by  quinine.  On  the  contrary,  repeated  investigations  have 
shown  that  the  carbonic  acid  eliminated  is  not  materially  altered  by 
quinine;  but  the  changes  in  cases  where  quinine  lowers  the  temperature 
have  not  been  sufficiently  controlled.  The  further  statement  is  made 
that  when  normal  animals  under  quinine  are  exposed  to  heat,  their 
temperature  does  not  rise  to  the  same  extent  as  that  of  untreated 
controls,  and  this  is  attributed  to  their  metabolism  being  less  rapid. 

The  reduction  in  heat  formation  is  accompanied  by  an  augmented 
heat  loss  in  some  ruses,  while  in  others  the  output  remains  unchanged 
or  may  be  diminished*  This  change  in  the  output  of  heat  indicates 
activity  of  the  heat  regulating  apparatus  of  the  brain,  but  most  investi- 
gators hold  that  the  temperature  may  fall  under  quinine  when  this 
centre  is  put  out  of  activity  by  section  of  the  spinal  cord*  In  many  of 
the  experiments  on  animals  it  appears  that  the  possible  action  of  large 
doses  of  quinine  on  the  central  nervous  system  and  circulation  have  not 
been  taken  into  account  sufficiently,  and  that  some  of  the  results 
which  have  been  attributed  to  metabolic  changes  may  have  arisen 
from  changes  in  these  systems. 

In  spite  of  these  difficulties,  quinine  is  generally  held  to  reduce  the 
temperature  in  fever  by  lessening  the  metabolism  in  the  tissues  by  a 
direct  action  on  the  individual  cells.  The  subject  requires  further 
examination,  which  might  well  begin  by  a  satisfactory  determination  of 
what  forms  of  fever  show  significant  remissions  under  treatment  with 
quinine.  It  is  quite  possible  that  it  will  then  emerge  that  the  action  on 
the  temperature  is  indirect*  as  in  the  case  of  malaria;  the  temperature 
may  fall  because  the  cause  of  the  fever  is  abated  by  quinine^  or  because 
the  tissues  offer  greater  resistance  to  the  virus  and  thus  fewer  poisonous 
products  are  thrown  into  the  circulation. 


Excretion. — Quinine  appears  in  the  urine  within  a  short  time  (15 
minutes  J  after  its  exlnbition  hy  the  mouth,  and  it  continues  to  be 
excreted  by  the  kidney  in  some  quantity  during  the  next  twenty-four 
hours^  and  in  smaller  amounts  up  to  about  seventy-two  hours.  Only 
about  one-third  of  that  absorl^ed  appears  in  the  urLne,  however,  and 
none  whatever  has  been  found  in  the  other  excretions,  so  that  from 
two-thirdi3  to  three-fourths  undergoes  complete  destruction  in  the  tis- 
sues. In  the  dog  a  smaller  proportion  is  excreted  in  the  urine,  but 
otherwise  the  drug  ts  eliminated  in  the  same  way  and  in  the  same 
unchanged  form  as  in  man.  Rather  less  seems  to  be  excreted  when  the 
quinine  is  injected  hypodermically  than  when  it  is  taken  by  the  mouth. 
Quinine  Is  found  only  in  traces  in  the  blood  and  organs,  and  it  has 
not  been  found  to  accumulate  in  any  part  of  the  body* 

Of  the  Other  Cinchona  Alkaloids,  quitiidine  or  conquinkie  resembles  quintoe 
most  closely  in  its  effects,  which  are  somewhat  weaker,  however-  Cinchoainej 
while  very  similar  to  quinine  in  most  pointg,  hBS  some  tendency  to  produce 
convulsions,  but  this  effect  is  much  more  liable  to  occur  under  cinthonidine 
which,  save  for  its  resemblaoce  in  other  features  to  quinine,  would  be  entitled 
to  be  classed  among  the  convulsive  poisons.  These  convulsions  are  of  an 
epileptiform  character,  and  are  only  produced  by  very  targe  doses,  but  Albertoni 
discovered  that  even  small  qiiautitiee  administered  to  epileptics  increased  the 
number  of  the  attacks.  He  found  that  these  epileptiform  seizures  were  not 
prevented  by  the  removal  of  the  cerebral  cortex  in  dogs,  and  that  the  irritability 
of  the  motor  areas  was  not  altered  by  cinchonidine,  and  therefore  concluded 
that  the  poison  produced  these  symptoms  by  acting  on  some  lower  division 
of  the  central  nervous  axis.  It  is  possible  that  this  is  true  for  the  lower 
aninudA  but  that  in  man  the  more  highly  developed  cerebral  cortex  is  also 
involved. 

In  other  respects  cinchonine  and  cincbonidine  differ  from  quinine  only  in 
the  degree  and  not  in  the  kind  of  their  action.  Cincbonamine  poflOCODec  an  even 
more  marked  convulsant  action  than  cinchonidine. 

The  effects  of  the  other  alkaloids  have  not  been  the  subject  of  much  investi* 
gatioQ,  but  they  seem  to  differ  from  quinine  chiefly  in  their  effects  on  the  central 
nervous  system.  These  are  not  entirely  absent  in  quinine  itself,  for,  as  has  been 
stated  already,  the  reBex  irritability  la  at  first  increased  and  then  diminished 
in  both  frogs  and  mammals,  and  in  some  cases  even  convulsions  are  stated 
to  have  occurred  in  quinine  poisoning. 

Cinchonidine  is  the  most  poisonous  of  the  four  chief  alkaloids,  quinine  follow- 
ing nexti  and  then  cinchonine  imd  quinidine 

Many  artificial  derivatives  have  been  formed  from  the  cinchona  alkaloids, 
but  few  of  them  have  been  examined  pharmacologically.  Optochin  or  ethyl- 
hi/dr^pfein£f  one  of  these  denvativea  which  has  been  used  in  therapeutics, 
appears  to  differ  from  quinine  only  in  alight  measiu^  in  its^neral^action^  but 
is  more  liable  to  induce  blindnesB. 


Preparations. 

U.  S.  P.— Cinchona,  the  bark  of  Cinchona  Ledgeriana  and  C,  calisaya  and 
of  hybrids  of  these  and  of  other  species  of  Cinchona,  yielding  not  less  than 
5  per  cent,  of  total  alkaloids.  Doee,  1  G.  (15  grs,}- 

Cinchona  Babra,  red  cinchona,  the  bark  of  Cinchona  auccimbra,  containing 
at  leaat  5  per  cent,  of  alkaloids,  Dose^  1  G.  (15  gra,), 

Flxddextrtictum  Cintfwnm  contains  4  per  cent,  of  alkaloid8r  1  mil  (15  mias,)* 

TiHCTuiu  CmcHOXJB  contains  O.D  per  cent,  of  alkaloids,  4  mils  (1  fl,  dr.), 
30 
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TiNcmJBA.  CiNcrao\.B  Composita  is  the  only  preparation  of  red  cinchona, 
aad  contains  in  addition  serpentaria  and  bitter  orange  peeL  4  mila  (1  fl.  dr.). 

QUXNTNA, 

QtTiNiNX  Sulphas,  \q  i  q  (jj  ™  ^     tonic.  LO     (15  gra.) 

Quinxn<r  Bi^pha^,  '    or  more  daily  in  malaria. 

Qutninm  Dihytirochloriaum, 
QuiKiK^  Hyi>rochloiudum,  J 

QuiniTUB  ei  Ur&s  HydrocJdandum^  1  G.(15  grs.)  daily  by  hypodermic  iojection. 
Cinchminm  Sulphas,  I  a  i  c  \ 

Ciiu^idiiim  Stdphas,  !  ^^^^  ^  Srs.). 

B.  P  — Cinchonro  Rubra  Cortes,  red  cinchona  b&rkj  the  dried  bark  of  the 
atera  and  bmnchea  of  Cinchona  saccirubra.  It  ought  to  contain  5-6  per  cent 
of  total  alkaloids,  of  which  one  hall  should  consist  of  quinine  and  cinchonidine. 

TiNCTifRA  CiNcaoK*:,  1  per  cent,  of  alkaloids,       fl.  dr. 

Tlnctura  Cinchona  Composita,  containing  bitter  orange  peel,  serpentary 
and  coloring  matters,  i^l  fl,  dr* 

Infusum  Cinchonm  Acidum,  containing  aromatic  aulphunc  Bcid,  \-l  fl.  os. 

QuiNiNJE  Hydhochloridum,  1 

QuininfE  Hydrochloridum  Acidum^     ^  1-10  grs. 

Tinctura  QuininfE  Ammoniata,  formed  from  the  sulphate,  J— I  fl.  dr. 

e  preparationa  of  cinchona  were  formerly  much  more  in  vogue  than  at 
e  present  day,  in  which  they  have  been  replaced  for  most  purposes  by  the 
alkaloids.  They  are  still  prescribed  alone  or  together  with  other  remedies  as 
stomachic  bitters. 

Quinine  is  practically  insoluble  in  water  and  several  of  its  salts  are  only 
dissolved  sparingly.  Thus,  the  sulphate  requires  800  times  its  own  weight  of 
water»  the  hydrochloride  35,  and  the  hydrobromide  40;  The  presence  of  acid 
in  excess  renders  them  much  more  soluble,  and  the  acid  hydrochloride  or  dihydro- 
chloride  is  dissolved  in  lesa  than  its  own  weight  of  water,  the  bisulphate  in  10 
parts.  They  all  form  crj'stalline  powders  with  a  very  bitter  taste^  and  their 
flolutiona  in  water  have  a  blue  fluorescence  when  sulphuric  acid  is  present.  The 
acid  hydrochloride,  the  bisulphate  and  the  double  aalt  with  urea  have  an  acid 
reaction,  the  others  are  neutral. 

The  hydrochloride  of  quinine  is  the  most  soluble  of  the  salts  and  is  therefore 
preferable  to  the  others;  the  sulphate  b  frequently  prescribed,  the  hydrobromide 
and  salicylate  seldom.  Instead  of  the  acid  salts  being  prescribed,  some  Bul> 
phuric  acid  or  hydrochloric  acid  may  be  ordered  to  be  added  to  the  neutral 
salt^  in  order  to  facilitate  their  solution. 

The  &alts  of  quinine  are  frequently  given  in  the  form  of  pills,  cachets,  tabletSj 
or  capsules^  which  have  the  advantage  of  avoiding  the  bitter  taate,  but  from 
which  the  alkaloid  is  more  elowly  absorbed  tlian  from  solutions.  Care  must 
be  taken  that  the  pills  are  soft  and  freshly  prepared,  as  when  kept  for  any 
length  of  time  they  become  hard,  and  in  this  condition  frequently  pass  tJirough 
the  bowel  unabsorbed,  The  salts  or  the  pure  alkaloid  may  also  be  given  &a 
powders,  or  the  former  in  solution,  but  these  are  objected  to  by  many  patients 
on  account  of  the  bitter  taste.  When  rapid  absorption  is  desired^  bolutions 
should  be  used,  flavored,  if  necessary,  with  syrup  and  volatile  oils.  Solutions 
of  the  salts  are  occasionally  injected  as  enemata,  but  are  liable  to  set  up  irrita- 
tion and  to  be  rapidly  evacuated .  The  hypodermic  method  has  also  been  advised 
in  cases  of  emergency,  or  where  the  salt  cannot  be  retained  or  absorbed  from  the 
stomach ;  for  this  purpose  a  solution  of  the  hydrochloride  with  hydrochloric  acid 
in  excess  or  of  the  bisulphate  is  injected  deeply  into  the  muscular  tissue.  This 
form  of  medication  is  painful,  but  does  not  seem  to  induce  more  serious  results 
if  ordinary  care  is  used.  The  neutral  hydrochloride  may  be  dissolved  in  hoC 
water  and  injected  when  the  solution  reaches  the  body  temperature  with  lees 
pain  than  is  elicited  by  otlier  salte;  the  solution  should  be  as  dilute  as  is  prac- 
ticable to  lessen  the  pain.  Quinine  is  very  easily  dissolved  in  water  when  it  is 
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mixed  with  antipyriiie  or  urea  in  the  proportion  of  three  parts  of  quinine  to 
two,  and  tliis  solution  is  less  painful  when  it  is  injected  hypodermically  than 
others  owing  to  a  local  anieathetizing  action  of  the  compound.  The  hydro- 
chlonde  of  quinine  and  urea,  containing  60  per  cent,  of  quinine,  has  been  largely 
used  by  hTt-podermic  injection  in  malaria.  The  intravenous  injection  of  quinine 
has  been  practised  with  success  in  cases  of  pernicioua  malaria;  the  hydrochloride 
dissolved  in  a  solution  of  common  salt  is  injected  into  one  of  the  veins  of  the 
arm. 

Many  other  salts  of  quinine  have  been  proposed  and  have  enjoyed  a 
certain  reputation  for  some  time.  Among  the  betl<?r  known  of  these  Is  the 
lannaU  (U-  S.  P.)  which  is  exceedingly  insoluble,  has  Uttle  taate,  contains  30  per 
cent,  of  quinine  and  is  prescribed  in  powder  in  doses  of  0,2  G.  (3  grs.).  Other 
salts  which  have  been  recommended  are  the  tartrate  and  the  lactate .  Eitquinins 
is  the  very  insoluble  ethyl-eater  of  quinine-carbonic  acid  (CO{OCiHi)(OCiaHij- 
NiO) )  and  possesses  the  therapeutic  virtues  of  quinine  with  a  less  bitter  taste 
and  without  inducing  ringing  in  the  ears  and  other  sjinptoms.  Aristodiine 
CCO(C„HbN,0),)  and  Chinaphenine  CCO(NH-C*H,.OC,H,)(OC,oH3.N,0))  are 
leaa  satisfactory  compounds  of  quinine  of  a  similar  nature.  AU  three  pre  para- 
tionfl  are  pr^cribed  in  powder  or  tablets,  in  the  same  dose  as  quinine. 

A  faznous  preparation  of  quinine  is  Warburg*s  Hnclure,  which  has  been  exten- 
sively xised  m  India  in  the  treatment  of  mfdatia.  It  contained  a  very  large 
number  of  ingredients^  many  of  which  were  certainly  entirely  superfluous. 
Among  the  more  important  constituents  Avere  aloes^  rhubarb,  gentian,  camphor, 
and  various  volatile  oils;  it  is  po^ible  that  some  of  these  may  have  aided  the 
quinine  through  their  effects  on  the  stomach.  Various  dru^,  such  as  capsicum 
nnd  piperine^  have  long  had  some  reputation  as  adjuvants  m  quinine  treatment 
for  a  similar  reason. 

The  other  slkaloids  have  been  used  occasionally  as  substitutes  for  quinine^ 
and  MacGilchrist  has  carefully  compared  their  efficiency  in  malaria.  He  finds 
that  hydroquinine  is  rather  more  effective  than  quinine,  cinchonine  and  quinidine^ 
wiiile  cinehonidinc  is  the  least  useful  of  the  cinchona  alkaloids;  optochin  waa  also 
of  little  value. 

Therapeutic  Usea.—The  introduction  of  cinchona  into  therapt'utics 
was  due  to  the  discover^'  of  its  efficacy  in  ague  or  Malaria,  and  with 
growing  experience  in  the  disease  and  its  treatment,  the  confidence  in 
the  drug,  or  rather  in  its  chief  alkaloid,  has  constantly  increased,  until 
the  action  of  quinine  in  malaria  is  now  quoted  as  the  best  exanaple  of 
a  specific  in  therapeutics.  The  explanation  of  its  action  has  only 
been  arrived  at  within  the  last  few  years  with  the  discovery  of  the 
parasites  of  malaria,  although  in  1868  Binz  suggested  that  the  then 
unknown  malnriai  poison  was  probably  rendered  inert  by  quinine. 
Malaria  is  now  known  to  be  due  to  three  distinct  parasites,  which  harbor 
in  the  red-blood  corpuscles  and  multiply  tliere,  and  then  issuing  from  the 
cells  in  immense  numbers  invade  new  corpuscles.  When  the  spttres 
break  out  of  the  red  cells,  there  is  a  sharp  attack  of  fever,  which  passes 
off  when  they  have  reached  the  interior  of  new^  corpuscles,  but  returns 
when  a  new  swarm  of  spores  is  liberated.  The  fever  thus  recurs  at 
regular  intervals  in  the  simpler  forms  of  malaria,  but  may  be  rendered 
irregular  by  double  or  multiple  infections.  The  parasites  of  malaria 
belong  to  the  group  of  the  protozoa  and  are  thus  nearly  related  to  the 
amcrba  on  which  Binz  made  his  observations,  and  also  to  the  organism 
of  amcebic  dysentery  and  of  sv  philb.  v  \ 
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are  in  the  free  state  in  the  plasma,  though  the  less  dangerous  forms  are 
also  destroy  ed  after  they  have  reached  the  shelter  of  the  corpuscles. 
In  the  more  malignant  form  of  infection,  the  parasites  in  the  corpuscles 
are  apparently  not  affected  by  quinine  and  can  only  he  got  rid  of  by 
preventing  them  from  being  reinforced  by  new  broods.  It  is  therefore 
of  the  first  importance  to  supply  quinine  to  the  bloud  at  the  period  at 
which  the  spores  are  liberated.  When  quinine  is  given  at  the  appropriate 
time,  the  organism  breaks  up  and  disap|>ears,  but  a  few  more  resistant 
forms  may  escape  and  multiply  until  they  aru  numerous  enough  to 
provoke  another  paroxysm  of  fever;  tlie  treatment  is  therefore  continued 
until  ftl!  the  parasites  have  succumbed. 


Fio,  63 


TexnpE?ratiiT<^  chart  in  A  cnsc  of  malaria  in  which  quinine  (10  grains)  woa  admiDi*- 
temd  la  the  third  parnxyam  aa  the  temperature  waa  /alline.  On  the  followiDE  day  do  rue 
of  temperature  occurs^    The  temperature  waa  talcea  every  three  houra.  (Oock-) 


In  a  drop  of  malarial  blood  the  plasmodia  may  be  seen  in  active 
movement,  but  a  minute  drop  of  quinine  solution  paralyzes  and  kills 
them,  exactly  as  it  kills  the  amoeba.  The  malarial  organisms  are  much 
more  susceptible  to  quinine  than  the  common  water  amoeba,  however; 
another  organism  which  is  found  in  the  blood  of  birds  has  proved 
resistant  to  quinine.  The  explanation  of  the  action  of  quinine  on  malaria 
lies  in  its  effects  as  a  protoplasmic  poison,  therefore,  which  aets  more 
strongly  (specifically)  on  the  protozoa  which  are  the  cause  of  ague, 
and  can  consequently  be  introduced  into  the  human  body  with  impunity 
in  doses  which  are  destructive  to  the  simpler  organisms  which  have 
invaded  it.  Experience  has  shovni  that  quinine  is  most  effective  when 
it  can  act  during  and  immediately  after  the  paroxysms,  and  this  is 
now  explained  by  the  fact  that  the  organisms  are  in  their  least  resistant 


form — the  amoeboid — at  this  time.  If  quinine  is  given  three  or  font 
hours  before  an  attack,  sufficient  will  remain  in  the  blood  when  the 
temperature  begins  to  fall  to  destroy  the  unprotected  spores  of  the 
parasite,  or  the  same  result  may  be  obtained  by  a  dose  given  as  the 
temperature  begins  to  fall,  provided  the  drug  is  rapidly  absorbed,  as  is 
ordinarily  the  case.  It  may  be  ordered  in  one  dose  of  about  1  G.  (15 
grsO,  or  in  divided  doses  gi^  en  at  inten.*als  during  the  fall  of  the  tem- 
perature. This  frequently  prevents  the  next  attack,  but  the  treatment 
should  be  continued  for  a  month,  beginning  with  five  grains  three  times 
a  day  and  gradually  reducing  the  dose  to  three  grains.  In  the  severer 
forms  of  infection  larger  doses  are  necessary,  and  five  grains  every  four 
hours  may  be  necessary  during  the  first  week,  followed  by  2-3-grain 
doses  three  times  a  day  for  a  month;  if  relapses  occur,  the  dose  must  be 
increased  again.  Some  authorities  recommend  that  instead  of  this 
continuous  administration^  single  large  doses  (15  grs.)  should  be  given 
at  interv^als  so  timed  as  to  supply  the  drug  at  the  moment  of  sporula- 
tion,  but  this  is  not  so  generally  successful  as  the  conUnuous  treatment. 

Quinine  is  generally  administered  by  the  mouth  in  malaria,  but  its 
intensely  bitter  taste  renders  this  treatment  disagreeable,  and  in  chil- 
dren and  in  cases  of  persistent  vomiting  it  may  be  impossible;  in 
children  quinine  tannate  or  euqulnine  may  be  employed,  and  in  severe 
vomiting  or  other  emergencies  a  soluble  preparation  is  injected  into  the 
muscles.  This  injection  is  often  painful,  but  causes  no  serious  injury 
such  as  may  follow  injection  into  the  subcutaneous  tissue,  in  which 
sloughing  has  sometimes  been  caused.  In  malignant  malaria,  quinine 
is  best  given  intravenously  in  fifteen-grain  doses  repeated  if  necessary 
after  six  hours;  for  this  purpose  the  hydrochloride  dissolved  in  warm 
saline  is  the  best  preparation,  the  more  soluble  acid  salts  tending  to 
react  with  the  blood  proteins.  A  great  deal  of  weight  was  formerly  laid 
on  the  use  of  purgatives  and  emetics  as  preliminaries  to  the  treat- 
ment of  malaria  with  quinine,  and  the  former  are  undoubtedly  of 
service  sometimes,  although  it  is  unnecessary^  to  delay  the  quinine 
treatment  by  waiting  for  the  intestines  to  be  evacuated. 

Quinine  is  used  not  only  as  &  remedy,  but  also  as  a  prophylactic 
against  malaria.  Its  value  for  this  purpose  has  been  attested  by  long 
experience,  but  there  Is  still  no  unanimity  of  opinion  as  to  the  best 
method  of  administration  and  the  dose  required.  Thus  Koch  advised 
15  grs.  to  be  taken  on  two  consecutive  days  every  week  or  ten  days, 
others  suggest  8  grs.  every  fourth  day,  while  a  common  prophylactic 
treatment  is  to  take  3-5  grs.  daily  and  10  grs,  once  a  week.  Quinine 
is  best  taken  after  meals,  when  it  disturbs  the  digestion  least,* 

One  of  the  results  of  quinine  medication  in  early  cases  of  malaria 
h  the  reduction  of  the  enlarged  spleen,  and  thb  has  led  to  its  use  in 
other  Diseases  of  the  Spleen  with  enlargement.    In  malaria  the  effect 

■  Several  ot.h«r  alk&Ioida  were  lortnerly  mggwiftd  afl  subsLitut^A  for  quinine  in  tnatana: 
ibua  berberiae  a&d  buKine  had  formerly  flome  reputAtiou.  and  bvmjiie  (from  Pceftiiuiii 
marmoia)  hu  recently  been  subjected  td  trial,  but  none  of  bu  proved  to  poaea 

Ihe  i>aruiticide  power  of  quinine,  ftlthough  they  all  h&ve  ■ome  effect  ib  tbe  disenw. 
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on  the  spleen  is  only  secondary  to  the  removal  of  the  cause  of  the  dis- 
ease, but  the  action  of  quinine  in  lessening  the  number  of  leucocj^es 
in  the  blood  and  in  contracting  the  muscle  fibres  of  the  spleen  may 
explain  its  being  of  benefit  in  other  splenic  disorders.  In  some  cases  of 
leucsemic  enlargement  encouraging  results  have  been  obtained  from  the 
continued  use  of  quinine. 

Various  other  Febrile  Conditions  have  been  treated  with  quinine, 
partly  for  the  sake  of  its  antipyretic  effects  and  partly  in  tlie  belief 
that  it  acts  as  an  antiseptic  in  the  blood.  As  regards  its  effect  on  the 
temperature  in  noR'^malarial  fever,  it  not  infrequently  causes  a  con- 
siderable fall,  and  has  the  advantage  of  possessing  a  more  prolonged 
action  and  of  causing  less  risk  of  depression  and  collapse  than  the 
newer  antipyretics.  On  the  other  hand,  the  fever  is  not  reduced  so 
rapidly  and  generally  not  to  the  same  extent  as  by  the  latter,  and  the 
large  quantities  of  quinine  required  are  liable  to  cause  discomfort 
from  their  effects  on  the  brain  and  hearing.  Tj-phoid  fever,  scarla- 
tina, pneumonia,  and  other  acute  pyrexias  are  sometimes  treated  with 
quinine  for  this  effect.  The  best  results  are  obtained  when  it  is  exliibited 
in  maximal  doses  when  the  temperature  is  falling  or  when  it  has  been 
temporarily  reduced  by  other  means,  such  as  cold  baths.  Perhaps, 
however,  the  beneficial  action  of  quinine  in  those  cases  ought  to  be 
measured  not  so  much  by  the  reduction  of  the  body  temperature  as  by 
the  lessened  destruction  of  the  tissues.  In  general,  antipyrine  and  its 
allies  have  succeeded  in  ousting  quinine  from  its  former  position  as 
the  best  of  the  antipjTetics.  The  use  of  quinine  lias  been  recom- 
mended in  septicsemia,  largely  from  a  belief  in  its  antiseptic  action 
in  the  blood.  In  this  connection  it  is  to  be  remarked  that  the  microbes 
of  septic  fever  are  very  much  more  resistant  to  the  action  of  quinine 
outside  the  body  than  are  the  protozoa,  and  the  question  therefore 
arises  wliether  the  blood  and  tissues  are  not  liable  to  be  seriously 
injured  by  the  quantity  of  quinine  required  to  act  on  the  parasites 
they  contain.  In  many  cases  of  septicfemia  in  which  beneficial  results 
are  said  to  have  been  obtained  by  the  use  of  quinine,  the  quantity 
administered  was  obviously  too  small  to  have  any  effect  either  on  the 
temperature  or  on  the  microbes.* 

Quinine  has  been  used  in  various  forms  of  Neuralgia  and  Headache, 
especially  when  they  were  periodic  in  their  appearance,  and  good 
results  have  been  obtained  in  these  cases  and  also  in  others  where 
no  periodicity  could  he  observed*  Many  of  these  were  certainly  not 
of  malarial  origin,  and  no  explanation  of  the  action  of  quinine  here 
has  been  proposed.     Perhaps  the  lessened  formation  of  uric  acid  and 

'  Morgenrolh  haa  found  that  Bthylhydrocupreiiie,  a  derivative  of  one  of  the  ctnchona 
buefl,  hiifl  a  well-QiiirkL'd!  beneficial  action  on  tnice  infected  vrith  poeumocoocus.  and  that 
its  previous  injection  protects  these  animaU  from  infection.  It  does  not  appear  to  have 
any  surh  r>cinedia]  nction  in  pneunionia  in  Tnan  and  h&9  £iot  bo^n  deifinitciJy  flbown  to 
Itpprove  tlje  projctioais.  Moore  ai;d  Clu-^snoy  foutid.  hoft-^vur,  thai  tlie  serum  of  patients 
treated  with  thia  drui;  has  definite  bact-ori<ddnLt  jjowers.  Severe  and  even  fat&l  poiaonitis 
haa  occurred  Ivam  the  intravenous  tnjection  of  leas  than  a  Kmm  of  Qthylhydrocupreine 
(Oplochin)  in  m»J\. 
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other  poisonous  products  may  be  suggested  as  a  p>03sible  cause  of  tlie 
improvenient. 

The  tinctures  of  cinchona  are  often  prescribed  as  Stomachic  Bitten, 
and  for  this  purpose  are  generally  fortified  by  preparations  of  nux 
vomica  or  of  the  simple  bitters. 

Quinine  has  been  advised  in  whooping-cough,  hay  fever  and  in- 
fluenza, and  in  fact  is  regarded  by  many  as  a  specific  in  these  diseases, 
though  others  have  found  it  unreliable.  It  is  often  difficult  to  induce 
a  child  to  take  the  bitter  salts,  and  recourse  may  be  had  to  the  alka- 
loid itself,  euquinine,  or  the  tannate  disguised  with  sugar  or  chocolate. 
The  use  of  a  solution  as  a  wash  for  the  nose  in  hay  fever  was  brought 
into  prominence  by  Hehnholtz,  who  gained  relief  in  this  way,  but 
it  has  not  proved  very  efficacious.  The  local  use  of  quinine  solutions 
and  of  cinchona  preparations  is  also  advised  in  relaxed  throat  (gargle) 
and  in  gonorrhoea  (urethral  injection).  It  has  sometimes  been  used 
as  an  antiseptic  externally,  but  is  too  expensive  for  ordinary  use. 

Quinine  lias  been  advised  an  «cbo^c  to  increase  the  contractions 
of  the  uterus  during  labor.  This  was  suggested  by  the  observation 
that  in  malarial  regions,  abortion  occasionally  occurred  after  quinine, 
and  many  observers  report  the  most  satisfactory  results  from  the  treat- 
ment of  uterine  inertia  with  one-gramme  doses  of  quinine*  and  prefer 
it  to  ergot  in  this  condition.  The  movements  of  the  uterus  inducted 
are  practically  identical  with  those  occurring  naturally. 

The  quinine  and  urea  hydnx-hloride  has  been  advocated  as  a  local 
aDi&athetic  and  has  been  used  in  operations  widely.  It  is  strongly 
acid  in  reaction  and  should  be  made  up  only  in  ^-1  per  cent,  solution 
for  injection^  but  stronger  solutions  may  be  applied  to  the  throat  and 
some  other  mucous  membranes.  It  differs  from  cocaine  in  inducing 
aniesthesia  more  slowly  and  still  more  in  maintaining  it  for  many 
hours  or  even  days.  It  has  been  advised  to  wash  painful  wounds  after 
operation  to  relieve  after-pains,  to  spray  the  throat  and  for  many  other 
purposes.  Its  toxicity  after  absorption  is  very  low,  but  it  injures  the 
tissues  locally  and  delays  healing. 

Contra-indicatiacts. — Where  a  special  idiosyncrasy  exists*  quinine 
may  be  unsuitable^  but  these  cases  are  far  rarer  than  is  generally 
believed.  A  moderate  action  on  the  hearing,  for  example,  is  not  to 
be  considered  a  contra-indication,  although  in  those  c^es  a  small  dose 
is  often  found  sufficient  in  malaria.  Where  an  inflammatory  condi- 
tion of  the  membranes  of  the  ear  already  exists,  quinine  ought  to  be 
administered  with  care,  or  avoided  entirely  if  possible.  The  addition 
of  bromides  is  often  found  to  lessen  or  remove  the  discomfort  arising 
from  the  disordered  hearing,  but  the  quantity  of  bromide  contained 
in  the  hydrobromide  of  quinine  is  insufficient  to  effect  this,  and  the 
ordinary  potassium  salt  ought  therefore  to  be  prescribed.  Where  very 
marked  disturbance  of  the  digestion  exists,  quinine  is  often  liable  to 
augment  itt  owing  to  its  irritant  properties^  and  must  therefore  be 
given  with  caution  by  the  mouth,  or  perhaps  is  better  applied  hypo- 
dermically.     Hwemoglobinuria  following  the  administration  of  quinine 
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indicates  that  the  dose  should  be  reduced.  Abortion  so  seldom  occurs 
after  quinine  that  pregnancy  h  no  objection  to  its  administration. 
In  general,  it  may  be  stated  that  quinine  is  often  credited  with  many 
disadvantages  which  it  does  not  possess,  and  that  in  cases  of  malaria, 
Lq  which  it  is  practically  without  a  rival  or  substitute,  only  the  most 
pronounced  idiosjTicrasy  can  justify  withholding  it.  In  other  cases, 
aa  in  septic  fever,  it  may  be  a  question  whether  it  does  not  aggravate 
the  condition  when  it  is  administered  to  very  weak  patients. 

Bibliography. 

Btiu.  Arch.  f.  mikroB-  Aoat-,  iii,  p.  3S3.  Virchow'a  Arqhiv,  ilvi,  p.  fl7;  li,  p.  6.  Ex- 
perimentelle  UDterauob.  Ober  du  We&cta  der  Cbimcivirkuns,  Berlin.  18^3.  Arch.  f.  dtp. 
Path.  u.  PfaBrra.,  i.      18;  v,  p.  39;  vil,  p.  275. 

Witttnaack,    PflQger's  Archiv,  lev.  pp.  200,  234. 

Huaemann.    Therap.  Monatahefte,  1S8S*  p.  7. 

OotlUi^.  Arch,  exp.  Path,  u,  Phann.,  XTtvi,  p.  419;  juviii,  p,  167. 
[fm-lvno-  Jena.  Ztschr.  f.  Med.  u.  NAturwEsa.,  xx.  pp.  120  and  477. 
Mefket.    Arch.  f.  exp.  Path.  u.  PhEitrmu  xlvii,  p.  165, 

5anl««rn,    Ibtd,,  xxx,  pp^  411  and  448;  jLxxii,  p.  32h    Sknnd.    Arch.  f.  PhysialDsie. 

Wtber.    EreebniBae  der  Pbysioloeie,  Ui,  1.  p.  262.  [MeUbollBm.) 
Lovwi.    Ibid.,  iii,  I,  p.  360.  (Temperature.) 
Tatma  u.  e.     Wayde.    Ztachr.     klin.  Med.,  ix,  p.  276. 
Albeftoni.    Arch,  f,  exp,  Path-  u.  Pharm.,  iv,  p.  24&. 
GretJit:    DeutBCh.  Afoh.  f.  kJin.  Mad.,  Ivi.  p.  189, 

Lieptli  atvd  Stuhlinger,    Arch.  f.  eip.  Path.  u.  Phami..  xliii,  pp.  151*  IfiS. 
Pohi.    Arch.  f.  exp.  Path.  U.  Pharm,»  ili,  p.  HI. 
De  Schw^niU.    Atncr.  Joarci.  of  th«  Med.  Bcicn.^  cidv,  p.  2S2. 
Camtzani.    Arch.  Ital.  de  Biol.,  xxxii.  p,  350. 

EUtovi.    Arch,  internat.  de  PharmacodyD,,  ix,  p.  280.  (CiochaDamui«.) 
Birch- fliriehf eld.    Arch-  f>  Ophthalmol,,  lii.  p,  358. 
Ward  Hcldm.    Arch,  of  Ophthal.  and  Otology,  Nov.,  18GS. 
Katx,    Biochem.  ZetUchr.,  iixvi,  p.  144, 

Oiemsa  k.  Schumann.    Arch,  f,  Schiff     Tropenhya,,  xi.  Beibeft- 
Hoth.    Journ.  of  Pharmaeolofly,  iv,  p.  I57i 
Moldopan.    Biocbem,  Zeitacbr.,  xlvii,  p>  421. 
BarrfM  and  York.    Annals  of  Trop-  Med,,  iii,  p.  1. 
Sm-Uh  and  Fanftis.    Joum.  Pb&rm.  nud  Exp.  Ther..  viii*  p.  53* 
Moore  and  Chtsnev,    Ibid.,  ix,  p.  364, 
MacGUchnet.    Indian  Joura.  Med.  Beeearchp  iii,  p.  1. 

XXXI.  THE  ANTIPTaETlCS.    (ACETANTLTDE  AND  ANTIPyRINE 

The  antipyretics  are  a  recent  addition  to  therapeutics,  the  oldest 
of  this  group  now  in  use  dating  only  from  1884.  Up  to  1875  the  only 
means  of  combating  high  temperature  were  baths,  vegetable  alkaloids, 
such  as  quinine  and  aconitine,  or  alcoholic  preparations,  but  in  that 
year  Buss  discovered  that  salicylic  acid  produced  a  fall  in  the  fever 
temperature,  and  soon  afterward  carbolic  acid  and  reaorcin  and  its 
isomers  were  employed  as  antipyretics.  A  very  large  number  of  anti- 
pyretics have  been  introduced  since  that  time,  but  most  of  them  have 
had  only  a  temporary  vogue,  and  those  in  general  use  at  the  present 
time  are  comparatively  limited  in  number. 
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Qiiinine  is  a  quinaliiic  derivative,  and  quinoiine  itself,  as  well  afi  some  of  its 
simpler  compounds,  were  among  the  earlier  antipyretics  suggested-  Quinoiine. 
(CiHtN)  wa«  soon  found  to  be  dangerous  from  its  producing  collapse,  but  ita 
derivfttivea  Kairine  (C.H,(OH)N— C,H|),  Kairoline  {C.H»CCH»)(OH)NH)  and 
ThaUine  (C*H|(OCH|)NH)  were  used  extensively,  although  they  have  now 
been  entirely  abandoned;  Anoigen  m  a  quinoiine  derivative,  stili  prescribed  to 
a  very  limited  extent, 

A  new  antipyretic  was  introduced  in  1S$4  under  the  name  of  Antipyrine. 
which  is  derived  from  pheti;y'lhydra£ine,  and  has  proved  superior  to  all  of  the 
earlier  drugs.  Phenylhydrazine  (C«H< — NH — NH,)  produces  a  fall  in  the  fever 
temperature,  but  ifaia  is  frequently  accompanied  by  collapse  and  changes  in  the 
bloody  which  prevents  its  use  in  medicine.  Several  of  the  simpler  compounds 
have  received  a  more  or  less  extensive  trial  as  antipjrreticsj  but  have  proved 
dangerous  and  inferior  to  Antipyrine,  phenyldimethylpyraaoloc, 

The  latter  is  stiU  very  largely  used  an  antipyretic,  either  in  it«  original  form 
or  as  a  constituent  of  numerous  combinations  which  have  been  introduced  of 
late  years.  Among  these  may  be  mentioned  Pyramidon  (dimethylamioo- 
antipyrine),  Hypnal  (chloral  and  antipyrine),  Saltpyrirte  (salicyltc  acid  and 
antipyrine). 

Antipyrine  early  found  a  rival  In  Antifebrme  or  Acetanilidei  which  was 
advised  aa  an  antipyretic  in  ISSfi  by  Cahn  and  Hepp,  Aniline  (C#H*NHt), 
from  which  it  is  derived,  has  also  some  action  on  the  temperature,  but  like 
phenylhydrassine  produces  dangerous  collapse  and  destruction  of  the  blood 
celU,  Aceianilide  (CiHiNHCOCHi),  the  first  of  its  derivatives  to  be  intro- 
duced, is  not  entirely  devoid  of  this  poisonous  action,  and  has  been  supplanted 
to  a  considerable  extent  by  more  complex  and  less  poisonous  bodies.  One  of 
these^  Exdlffine  (C*HiNCHjCOCHj),  differs  from  antifebrine  only  in  possess- 
ing a  methyl  group  in  the  aide  chain,  and  seems  to  reeemble  it  closely  in  its 
effects.  It  was  &oon  found  that  both  aniline  and  antifebrine  undergo  a  partial 
oxidation  in  the  body,  with  the  formation  of  amidophenol  or  its  derivatives,  and 
Ihe  belief  that  the  antipyretic  effects  were  due  not  so  much  to  the 
original  substance  as  to  these  oxidation  products  ted  to  the  introduction 
of  numerous  derivatives  of  paramidophenol  (^fH| — CtH*— OH).  This  body 
has  antipyretic  properties  but  suffers  under  the  aame  disadvantages  as 
aniline.  Among  its  derivatives  the  most  satisfactory  antipyretics  are  those 
in  which  the  hydrogen  of  the  hydroxyl  is  substituted  by  alkyl,  while  an  acid 
radicle  is  added  to  the  ami  do-radicle.  The  first  of  its  compounds  to  be  intro- 
duced was  Phenacetiiie  (COCHiNH— CiH^— OCHi),  which  differs  from  acet- 
anilide  only  in  the  addition  of  etboxyl  in  the  para  position.  It  is  much  less 
dangerous  than  acetanilide  and  antipyrine^  and  has  therefore  been  largely 
used,  and  has  been  followed  by  other  bodies  which  are  identical  with  it, 
except  in  the  acid  radicle  attached  to  the  nitrogen.  Among  these  phenelidines 
may  be  mentioned  Ladophenine  (lactyl-phenetidine),  Triphenir\€  (propionj-'l- 
pheaetidine),  Mahkine  (salicyl-phenetidine),  and  Salopken^  which  contains 
similar  constituents,  CUrophen  (citr>'l-phenetidine),  Kryofine  (methylglycolic- 
phenetidine),  and  Phm&coU  (glycocoll-phenetidioe),  with  its  compound  ndth 
salicylic  acidj  SalocoU, 

Several  urethane  denvativea  have  also  received  a  trial  as  auti^yreticSj 
among  them  being  Euphorine  (phenylurethane),  which  is  somewhat  poisonous^ 
and  Tkermodine  (phenftcetine-urethaiie). 

With  the  exception  of  antipyrine,  all  the  antip>Tetics  at  present  in 
use  probably  owe  their  activity  to  the  formation  of  simple  derivatives 
of  paramidophenol  in  the  tissues,  and  differ  chiefly  in  the  rapidity  with 
which  this  decomposition  occurs.  A  rapid  formation  of  paramidophenol 
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produces  destructive  blood  changes  and  a  tendency  to  collapse,  while  the 
antipyretic  effects  pass  off  very  rapidly.  Those  drugs  are  found  the 
most  satisfactory  antipyretics  in  which  the  decomposition  proceeds 
gradually,  so  that  the  temperature  falls  slowly  and  remains  low  for  a 
longer  time.  The  simpler  antipyretics,  such  as  acetanilide,  have  given 
way  largely  therefore  to  the  phenetidine  compounds.'  Among  these 
it  is  impossible  to  determine  the  most  suitable  antipyretic,  but  none 
of  them  has  been  proved  to  be  superior  to  phenjicetine,  Wliere  the  merits 
seem  so  equally  divided,  it  is  perhaps  more  important  to  le^rn  to  use 
one  with  judgment  than  to  hurry  after  each  new  product  without 
sufficient  experience  of  its  predecessor. 

Symptoms. — The  effects  of  the  antipyretics  vary  not  only  with  the 
dose  but  with  the  individual  patient.  Many  persons  can  take  very  large 
doses  without  apparent  effect,  while  in  others  comparatively^  minute 
quantities  produce  symptoms  of  greater  or  less  importance.  The 
effects  are  not  always  the  same,  even  in  one  individual  under  the 
same  dose  of  tlie  antipjTcticj  and  it  is  impossible  to  state  at  present 
what  are  the  conditions  that  involve  the  peculiar  train  of  symptoms. 
A  very  large  number  of  disorders  have  been  attributed  to  the  anti- 
pyretics in  man,  but  it  is  impossible  to  consider  any  here  except  those 
more  commonly  observed.  Among  these  are  skin  eruptions  of  various 
forms,  sucli  as  red,  erythematous,  itching  patches  or  more  widely 
diffused  hypereemia  resembling  the  onset  of  measles  or  scarlatina; 
urticaria  occurs  not  uncommonly,  while  eczema  and  bullfle  are  rarer* 
In  some  cases  an  cedematous  swelling  has  been  observed.  Some  Jever 
occasionally  accompanies  the  eruption  and  renders  the  diagnosis  from 
the  infectious  exanthemata  even  more  difficult.  These  akin  affec- 
tions seem  to  be  elicited  more  frequently  by  antipyrine  than  by 
acetanilidc  and  the  phenetidine  compounds*  They  have  been  attributed 
to  dilatation  of  the  cutaneous  vesselsj  but  this  in  itself  is  insufficient 
to  explain  their  appearance,  although  it  may  be  a  favoring  condition. 
Profuse  perspiratmn  not  infrequently  follow^s  the  use  of  the  anti- 
pyretics in  fever,  and  if  the  fall  in  temperature  is  rapid,  and  the 
action  of  the  drug  passes  off  soon,  the  subsequent  rise  of  temperature 
may  be  accompanied  by  shivering  and  rigor,  but  these  symptoms  are 
scarcely  to  be  looked  upon  as  direct  effects  of  the  drug,  hut  rather  as 
resulting  from  the  rapid  changes  in  temperature.  They  are  produced 
much  more  frequently  by  the  older  and  simpler  antipyretics  than  by 
those  of  more  recent  introduction. 

Sometimes  miarrh,  burning  and  swelling  of  the  throat  and  month 
are  obserx^ed  after  antipyrine,  and  more  rarely  namea  and  mmittitg. 
Cerebral  sy7tipioms  are  rarely  elicited  beyond  slight  dulness,  confusion 
or  apathy.  Alterations  of  the  hearing  similar  to  those  described  under 
quinine  have  been  observed  in  some  cases.  More  serious  sjTnptoms 
are  those  of  collapse,  which  are  occasionally  produced  in  susceptible 
persons,  especially  by  large  doses.   Acetanilide  is  much  more  liable  to 

^  Fof  A  detailed  discussion  of  theiae  pripciples  eee  V.  Afering,  Thefap.  Motiatdh.,  1693. 
p.  577i  and  Hirubfra  and  TreupeL  Arch.  T.  6Xp.  Path*  u.  Phnrm..  xxxiih  P-  21G. 
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elicit  these  than  antipyrine,  which  in  turn  is  more  dangerous  than 
phenftcetine  and  the  other  phenetidine  derivatives.  In  the  milder  cases 
of  collapse  the  skin  is  cool^  the  pulse  is  rather  small  and  rapid,  and  some 
anxiety  and  alarm  is  felt  by  the  patient,  but  tlie  condition  passes  off 
in  a  short  time.  In  more  severe  cases  the  skin  is  cold  and  covered  by  a 
clammy  perspiration,  the  heart  is  weak,  irrejrular  and  sometimes  fluttering, 
the  temperature  may  be  subnormal  and  the  pupils  are  slightly  dilated. 
The  patient  may  be  conscious,  fainting  may  occur,  or  an  apathetic, 
confused  condition  may  be  produced.  The  weakness  of  the  heart  is 
the  chief  source  of  anxiety,  and  the  total  failure  of  the  circulation 
seems  to  be  the  cause  of  death.  These  cases  of  collapse  occur  more 
frequently  when  a  rapid  fall  of  temperature  has  been  produced  than 
under  other  circumstances,  but  may  be  obser\'ed  in  cases  in  which  no 
fever  has  been  present. 

Marked  cyanosis  occurs  occasionally  under  all  the  antipyretics,  but 
more  frequently  under  acetanilide  and  the  earlier  members  of  the 
series  than  under  antipyrine  and  the  [)henetidine  compounds.  Its 
chief  cause  appears  to  be  the  formation  of  metlitemoglobin  in  the 
blood,  although  it  is  said  to  have  been  present  in  some  cases  in  which 
this  pigment  could  not  be  recognized,  and  it  is  often  more  intense 
than  that  observed  from  the  action  of  other  poisons  which  lead  to  the 
formation  of  methEcmoglobin ;  this  suggests  that,  in  some  cases  at 
least,  the  cyanosis  arises  from  feebleness  of  the  circulation  rather 
than  from  changes  in  the  blood  pigment.  It  is  often  accompanied  by 
dyspnoea  and  aceeleratJon  of  the  pulse,  and  It  lasts  for  a  varj'ing 
length  of  time,  sometimes  passing  off  in  a  few  hours,  at  other  times 
persisting  for  several  days. 

Occasionally  a  certain  tolerance  is  gained,  and  larger  doses  of  the 
antipyretics  are  required  to  produce  effects  tlian  were  necessary  at 
the  beginning  of  the  treatment.  Many  cases  of  chronic  poismiing  are 
recorded  from  the  habitual  use  of  acetanilide.  The  sj'mptoms  con- 
sist in  disturbance  of  the  digestion,  cyanosis,  tremor,  muscular  weak- 
ness and  general  mental  debility;  the  blood  is  often  chocolate-colored 
from  the  formation  of  methiemoglobin,  and  the  urine  often  contains 
hsemoglobin,  or  its  products,  or  may  be  colored  by  the  oxidation 
products  of  paramidophenol.  The  condition  is  sometimes  difficult  to 
recognize,  especially  as  the  patient  may  deny  that  the  drug  has  been 
taken.    The  symptoms  disappear  rapidly  when  the  drug  is  given  up. 

Tfaea6  drugs  are  by  no  means  veiy  poUonous,  normal  aoiiuixls  showing  no 
reaction  to  doses  which  arc  sufficient  to  oau&e  marked  changi's  in  fe^'e^.  la 
lie  frog  Antipyrme  Dauses  an  increase  in  the  reflex  irritability,  which  some- 
times leads  to  letanie  convulsions  and  is  followed  by  depression,  loss  of  the 
voluntary  movements,  and  eventually  by  complete  paralyaia  and  death.  In 
mamtnaJs  its  mject.ion  is  followed  at  first  by  a  period  of  quiet  and  sometimes 
cf  somnolence,  wlkich  is  said  by  some  authors  to  occur  alao  in  the  frog  previous 
to  the  iucreaee  in  the  reflex  irritabiUty,  Rome  ri«e  in  the  re6ex  irritability  may 
be  made  out  in  the  mammal  at  this  stage^  and  large  doses  cause  convutsions 
and  tremors,  and  subsequently  uncon^eioiisne^^  and  collapse,  ending  in  com- 
plete piu-alysis.    The  pulse  is  accelerated  by  small  dofies,  while  in  the  later 
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stages  of  poisoning  it  may  be  slow,  and  some  dilatation  of  the  akin  vessels 
and  flushing  have  been  observed.  The  respiration  ia  at  first  acceleratedj  and 
then  l>et,omes  slow  and  irregular  when  large  doses  are  injected.  In  dogs  vomit- 
ing and  dilatation  of  the  pupil  generally  occur, 

Andlebrine  is  more  poisououa  than  antipyrine  in  both  frogs  and  mammala, 
but  resembles  it  in  its  general  effects,  producing  first  a  more  or  less  marked 
stage  of  lessened  activity,  followed  by  convulsive  movements.  The  respira- 
tion IS  not  so  much  accelerated  as  by  antipyrine,  and,  according  to  some  ob- 
servers,  is  slow  from  the  beginning  of  the  action.  The  heart  is  first  accelerated 
and  then  slow  and  irregular,  and  eyfliiusis  and  collapse  are  more  frequently 
observed  than  mider  antipyrine.  Phenacetine  and  its  allies  are  much  leas 
poisonous  than  the  two  forcgoingj  but  in  large  quantities  produce  almost 
identical  effects — somnolence  followed  by  convukbns,  cyanosis,  and  collapse 
symptoms,  first  rapid,  then  slow  respiration  and  heart.  Lactopbeniiie  is  said 
to  have  a  more  sedative  effect  than  the  other  antipyretics,  and  to  induce  com-- 
plete  narcosis  in  the  rabbit. 

Action. — The  action  of  these  drugs  on  the  various  organs  is  very 
imperfectly  understood.  The  Nerye  Centres  are  affected,  as  is  shown 
by  very  slight  somnolence  occasionally  in  animals  and  also  in  man, 
but  much  more  frequently  by  the  relief  of  pain  as  in  neuralgia  and 
headache;  INJartin,  Grace  and  [McGuire  state  that  after  phenacetine 
the  general  sensiti\'eness  of  the  body  may  be  shown  to  be  lower  by 
measurements  of  the  threshold  sensibility  of  the  skin.  This  is  gener- 
ally attained  without  any  observable  depression  of  mental  activity 
and  is  therefore  quite  distinct  from  the  analgesia  obtained  by  the 
use  of  morphine  or  anaesthetics.  This  suggests  that  the  antipyretics 
relieve  pain  by  affecting  not  the  cerebral  cortex,  but  some  lower  point, 
which  may  be  assumed  to  be  a  synapse  on  iht  path  conveying  pain 
sensations;  there  are  two  of  these,  one  in  the  spinal  cord  and  one  in 
the  thalamus,  and  as  the  antipyretic  action  of  this  group  is  due  to 
changes  in  the  neighborhood  of  the  latter,  it  seems  likely  that  their 
action  in  abating  pain  may  be  located  here  also  (Head). 

Most  of  the  antip^Tetics  increase  the  excitability  of  the  spinal  cord 
at  6rst,  and  this  may  lead  to  convulsions  in  the  frog.  The  origin  of  the 
convulsions  in  mammals  is  still  somewhat  doubtful;  in  general,  they 
seem  to  be  of  cerebral  origin,  but  when  large  quantities  are  injected 
they  are  seen  even  when  the  spinal  cord  is  divided  from  the  brain,  so 
that  the  cord  appears  to  be  thrown  into  a  condition  resembling  that 
discussed  under  strychnine  poisoning.  In  considering  the  cause  of  these 
convulsions  perhaps  too  little  w^eight  has  been  laid  by  some  writers  on 
tlie  changes  in  the  blood,  respiration  and  circulation,  for  it  is  possible 
that  the  convulsions  in  some  cases  are  asphyxial  in  character,  and  not 
due  to  the  direct  action  of  the  poisons  on  the  brain. 

In  ordinary  poisoning  the  peripheral  Nenrea  and  nerve  ends  do  not 
seem  to  be  seriously  involved,  and  the  final  paralysis  in  both  frogs  and 
mammals  is  undoubtedly  central.  Santesson  found  that  antipyrine 
tended  to  increase  the  powder  of  the  frog's  Muscles,  and  several  observers 
have  noted  that  the  nerves  and  motor  terminations  are  paralyzed  by  the 
direct  application  of  this  drug.  Antipyrine  has  some  effect  as  a  locaJ 
anaesthetic  when  applied  to  the  mucous  membranes. 
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The  Heart  in  the  frog  and  mammals  is  first  accelerated  and  then 
slowed  by  the  antipyretics  in  general,  these  alterations  being  entirely 
independent  of  the  inhibitory  mechanism  and  due  to  a  direct  effect  on 
the  cardiac  muscle.  The  increased  rhythm  of  the  heart  leads  to  a 
slight  rise  in  the  blood-pressure,  which  sinks  again  as  the  pulse  becomes 
slower-  There  is  no  satisfactory  proof  that  the  vaso-motor  centres  are 
involved  in  the  rise  of  pressure,  although  it  is  not  unlikely  tliat  they 
undergo  a  primary  stimulation  at  the  same  time  as  the  respiratory  centre. 

Most  of  this  series,  except  antipyrine  and  its  compounds,  tend  to 
cause  alterations  in  the  Red  Blood  Cells  when  they  are  given  in  large 
quantities.  This  action  is  manifested  especially  by  the  simpler  bodies 
of  the  series,  and  is  still  more  marked  in  poisoning  from  aniline, 
phenylhydrazine,  paramidophenal  or  quinoline.  On  the  other  hand, 
most  of  the  phenetidine  compounds  produce  it  much  more  rarely,  and 
antipjTine  seems  devoid  of  this  action.  The  alteration  consists  in  the 
formation  of  methEemoglobin,  which  may  be  readily  detected  by  its 
characteristic  spectroscopic  appearance.  Small  quantities  of  the  anti- 
pyretics cause  ita  formation  within  the  blood-cells,  which  remain 
intact,  but  larger  doses,  especially  of  the  more  poisonous  members, 
destroy  the  red-blood  cells  and  free  the  metheemoglobin  in  the  plasma. 
In  the  blood  various  distorted,  shrunken  red  cells  may  be  observed, 
often  entirely  devoid  of  coloring  matter,  while  part  of  the  methtemo- 
globin  seems  to  escape  through  the  kidneys,  and  nephritis  occurs  in 
some  cases  with  albumin,  haemoglobin  and  even  blood  in  the  urine. 
This  effect  on  the  blood  seems  due  to  the  decomposition  of  the  anti- 
pyretics and  the  flooding  of  the  tissues  with  paramidophenol,  or  the 
corresponding  quinoline  derivative.  This  decomposition  proceeds  more 
slowly  in  phenacetine  and  its  allies  and  is  absent  after  antipyrine, 
which  explains  the  rarity  of  the  si.Tnptoms  after  these  drugs.  When 
the  antipjTetics  are  added  to  blood  outside  the  body  no  raethBemoglobin 
is  formed,  as  this  effect  arises  only  from  their  decomposition  productB, 

All  of  the  antipyretics  have  some  Antiseptic  action,  which  varies  in 
the  different  members  with  their  solubility  and  stability.  Antipyrine 
is  found  to  preserve  blood  from  putrefaction  for  some  days  when 
added  to  it  so  as  to  form  a  solution  of  2-5  per  cent.  Watery  solutions 
of  this  strength  destroy  protozoa  and  stop  the  movements  of  the 
leucocytes,  but  antip^Tetics  administered  to  the  higher  animals  have 
no  such  effect  on  the  emigration  of  the  leucocytes  from  the  vessels  as 
is  seen  under  quinine. 

The  action  of  the  antipyretics  on  the  MetaboUem  of  healthy  men 
and  animals  has  been  the  subject  of  a  number  of  investigations  which 
have  given  by  no  means  uniform  results,  especially  in  regard  to  the 
nitrogen  elimination.  Arttlpyrijie  has  no  influence,  or  only  an  insignifi- 
cant one,  on  the  metabolism  of  the  healthy  tissues,  whether  this  be 
measured  by  the  nitrogenous  excretion  or  by  the  gaseous  exchange  in 
the  lungs. 

Acelanitide,  on  the  other  hand,  has  a  distinct  effect  on  the  nitrogen 
eliminated,  although  this  is  only  elicited  by  large  doses.   After  ordi- 
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nary  quantities  the  urea  and  total  nitrogen  of  the  urine  may  be  slightly 
augmonti'd,  but  in  large  doses  antifebrine  causes  an  increase  of  30-35 
per  cent,  in  these,  which  indicates  a  large  increase  in  the  tissue  waste. 
The  other  (mtipyreticA  have  not  been  examined  so  carefully.  The  ex- 
change of  gases  in  the  lungs  is  not  affected  by  the  antipyretics  in  healthy 
anlmafB,  and  no  definite  change  ha^  been  observed  in  the  exeretton  of 
nric  acid- 

The  specific  effects  of  tlie  antipyretics  on  the  Temperature,  while 
recognised  by  all^  have  been  the  subject  of  endless  discussion,  owing 
to  the  ojmpiex  mechanism  through  which  they  are  elicited.  In  the 
normal  animal  the  temperature  is  but  little  altered,  except  by  doses 
large  enough  to  produce  collapse,  but  when  it  is  abnormally  high,"  as 
in  fever,  the  antipyretics  cause  a  fall  of  greater  or  less  extent.  This 
fall  in  temperature  occurs  at  varying  intervals  after  the  ingestion  of 
the  drug,  but,  except  in  refractory  cases,  always  begins  within  2-3 
hours.  Its  extent  varies,  the  temperature  sometimes  reaching  the 
normal  or  even  a  subnormal  point,  while  in  others  the  change  is  insig- 
nificant. Continuous  fever  without  any  natural  rise  and  fall  is  much 
less  affected,  as  a  general  rule,  than  one  with  alternate  rise  and  fall 
of  the  temperature,  and  in  the  latter  form  the  result  is  much  greater  it 
the  dnig  he  given  at  the  beginning  of  one  of  the  natural  remissions, 

Thv  fall  in  temperature  is  often  accompanied  by  flushing  of  the 
skin  and  perspiration*  The  oxygen  absorbed  and  the  earbonic  acid 
excreted  are  lessened,  and  the  urea  and  nitrogen  of  the  urine  are  also 
diminished  after  antipyrine,  while  they  are  not  infrequently  increased 
after  acetanilide,  especially  when  administered  in  large  quantities.* 
The  heart  is  often  reduced  in  rate,  and  the  pulse  improves  in  strength, 
but  these  changes  are  due  to  the  fall  in  the  temperature  and  not  to 
the  direct  action  of  the  drugs.  Some  remedies  owe  their  antipjTetic 
properties  to  their  increasing  the  secretion  of  the  sweat  glands,  but 
although  perspiration  not  infrequently  occurs  during  the  fall  of  tem- 
perature under  the  new  antipyretics,  this  is  merely  a  secondary  result 
here,  for  when  the  perspiration  is  checked  by  atropine  or  agaricin,  the 
fall  of  temperature  proceeds  uninterruptedly. 

The  temperature  in  healthy  warm-blooded  animals  is  kept  uniform 
through  a  balance  being  established  between  the  heat  formation  and  its 
dissipation  through  tht;  lungs,  skin,  and  other  organs.  If  an  excessive 
formation  occurs,  as  during  muscular  exertion,  this  is  counterbalanced 
by  in  increase  in  the  output  from  the  skin  through  the  dilatation  of 
the  vessels  and  by  the  perspiration.  If,  on  the  other  hand,  more  heat  is 
dissipated  than  usual  through  exposure  to  cold,  the  combustion  of  the 
tissues  is  increased  and  more  heat  is  formed.  The  output  of  heat  is 
thus  determined  by  tlie  degree  of  dilatation  of  the  cutaneous  vessels 
and  the  activity  of  the  sweat  glands,  while  the  amount  of  beat  formed 
varies  with  the  voluntary  and  involuntary  contractions  of  the  muscles. 

^  Evea  when  lha  nittoKertouji  mQinboLLiim  la  reduced  by  aniipyretiea  in  fav'«r.  it  j« 
said  to  be  Tem&rkAbly  increased  tho  temperature  rises  acain,  v>  that  no  TtAl  Kortotny 
of  pratMua  results  fr^>m  their  use. 
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In  order  to  presence  a  balance  between  these  two  factors,  there  must 
exist  a  coordinating  mechanism,  and  this  is  supposed  to  be  located  in 
the  basal  gangUa  of  the  cerebrum,  in  the  neighborhood  of  the  ventricles. 
Lesions  in  this  neighborhood  generally  cause  a  very  marked  rise  in 
the  temperature,  often  without  further  disturbance,  and  it  is  of  inter- 
est to  learn  that  as  long  as  the  cerebrum  is  intact,  shivering  is  pro- 
duced by  cold,  while  after  the  section  of  the  peduncles  the  animal 
offers  no  resistance  to  a  fall  of  temperature  produced  by  cooling  of 
the  surface. 

Other  facts  might  also  be  adduced  to  show  that  in  the  normal  animal 
the  temperature  is  kept  uniform  by  this  co<>rdinating  mechanism, 
which  controls  both  the  output  of  heat  through  the  skin  and  its  for- 
mation by  the  contractions  of  the  skeletal  muscles.  In  many  indi- 
vidials  this  coordination  is  not  perfect  in  health,  and  in  all  it  may 
be  disorganized  by  poisons,  such  as  those  formed  in  fever.  The  more 
perfect  the  coordination,  the  smaller  is  the  divergence  from  the  normal 
temperature  necessary  to  elicit  a  protective  increase  in  the  combustion 
or  in  the  dissipation.  The  efficiency  of  the  mechanism  may  therefore 
he  measured  by  obser%'ing  what  fall  of  the  body  temperature  occurs 
before  shivering  sets  in,  what  rbe  produces  dilatation  of  the  cuta- 
neous vessels  and  perspiration.  In  this  way  it  has  been  found  that 
during  fever  the  coordination  is  quite  as  perfect  as  in  health,  but 
that  the  protective  reactions  are  induced  at  a  higher  temperature. 
The  same  measures  are  taken  to  preserve  a  uniform  temperature 
as  in  health,  but  the  temperature  maintained  by  these  means  is  higher. 
If  a  comparison  be  made  with  the  thermostat  of  the  laboratory, 
it  may  be  said  that  in  fever  the  mechanism  is  "set"  for  a  higher  tem- 
perature than  in  normal  life,  but  that  the  apparatus  acts  efficiently 
for  each  temperature.  This  higher  temperature  is  maintained  by  an 
increased  metabolism  or  heat  formation,  and  also  in  most  cases  by  a 
lessened  dissipation.  The  fever  temperature  itself  seems  to  increase 
the  metabolism,  the  tissues  under^foing  more  rapid  waste  under  it  than 
in  normal  conditions.'  The  coordinating  mechanism  appears  to  be  more 
susceptible  in  fever  to  various  influences,  and  the  consequent  ^  aria- 
tions  in  its  activity  cause  the  large  undulations  of  the  temperHture 
curve  which  are  characteristic  of  p\Texia,  Among  these  influences 
is  the  temperature  itself,  for  Barbour  has  shown  that  the  overheated 
blood  tends  to  change  the  activity  of  the  centre  so  that  the  heat  loss  is 
augmented. 

The  antipyretics  do  not  lower  the  temperature  by  reducing  the 
heat  production,  for,  though  the  nitrogen  eliminated  and  the  oxygen 
absorbed  fall  during  their  action  in  fever,  this  lessened  tissue  waste  is 
the  result  not  the  cause  of  the  fall  of  temperature,  the  metabolism 
proceeding  more  slowly  when  the  heat  is  reduced. 

CaJorimetric  investigations  have  shown  that  the  dissipation  of  heat 

^  It  must  not  be  Buppoaed  from  the  foreeoing  Btatemcnta  thai  fever  uotuuti  only  in  &n 
ftlU^ratioD  Off  th*  normal  temperature.  Tbie  h  only  one  of  tbe  vytDptoiUB  produced  by 
tbe  poi»D«  of  fever,  but  it  the  unly  one  mSeciad  by  ihe  aDtipyredoi. 
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in  fever  is  much  increased  by  the  antipyretics,  while  in  health  they 
seem  to  have  little  effect.  This  augmentation  in  the  output  is  due  to 
dilatation  of  the  cutaneous  vessels,  which  exposes  a  large  amount  of 
blood  to  the  cold  air.  The  dilatation  is  great  enough  to  be  recorded 
by  the  plethysmograph  in  many  cases,  while  in  others  flushing  of  the 
skin  may  be  observed.  The  increased  dissipation  of  heat  is  accompanied 
by  a  lessened  formation  which,  however,  is  much  less  important  and 
which  is  generally  attributed  to  the  metabolism  proceeding  less  actively 
at  the  lower  temperature.  In  other  ^'ords,  the  antipyretics  reduce  the 
temperature  by  increasing  tlie  output  of  heat,  and  the  cells  of  the 
body  grow  and  change  less  when  removed  from  the  hot-house  tempera- 
ture to  which  they  have  been  exposed  previously.  It  must  be  added, 
however,  that  some  obser\'ers  hold  that  the  fall  in  heat  formation  is  too 
great  to  be  explained  in  this  way,  and  suppose  that  the  antipyretics 
lessen  the  combustion  through  some  other  action,  but  not  by  affecting 
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TemtjeratUTe  cfaarta  of  two  rabbiU  under  fever  toirLDa>  The  uabrokcD  line  wad  obt&in 
from  an  untreated  uiiinal.  the  dalted  Uu&  from  one  which  received  anCipyriiie  at  the  point 
indicated  by  an  airow^    The  time  is  given  in  hours  aloDR  the  horijootftl  line;  Ihc  tem- 
perature  in  degrees  Ceotigradc  on  the  vertical.    (Aner  KtlianiO 

the  tissues  directly.  And  Barbour  states  that  the  heat  formed  may 
actually  increase  under  antip>Tetic  treatment;  this  is  usually  masked 
by  the  increased  heat  loss,  but  in  cases  of  abnormally  low  teniperaturcj 
when  the  heat  loss  is  not  increased  by  antip>Tetics,  it  ma}'  actually 
lead  to  a  rise  of  temperature  under  the  drug. 

It  has  been  stated  already  that  the  fevered  animal  resists  any  change 
in  its  temperature  in  the  same  way  as  the  normal,  and  it  might  there- 
fore be  expected  that  when  the  temperature  is  reduced  by  antipvTctics 
the  organism  would  at  once  increase  its  heat  formation.  The  fact 
that  this  does  not  occur,  but  that,  on  the  contrary,  the  metabolism  ia 
lessened,  indicates  that  some  further  change  occurs,  that  the  anti- 
pyretics not  only  reduce  the  temperature  by  allowing  the  heat  to 
escape,  but  also  alter  the  condition  of  the  coordinating  mechanism  by 
which  the  temperature  is  kept  uniform.  To  return  to  the  comparison 
with  a  thermostat,  the  body  temperature  is  set  at  a  lower  point  by  the 
antipyretics,  while  it  is  set  higher  by  the  fever  poisons. 
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The  action  of  the  antipyretics  on  this  coordinating  centre  is  there- 
fore of  interest^  and  has  been  examined  both  in  health  and  disease. 
In  healthy  men  the  temperature  does  not  undergo  any  marked  change 
under  the  antipyretics,  for  though  it  may  fall  a  few  tenths  of  a  degree 
in  some  cases,  this  is  of  no  significance.  The  sensitiveness  of  the 
coordinating  centre  is  increased  apparently,  however,  for  in  some 
individuals  in  whom  hard  muscular  work  causes  a  rise  of  temperature 
normally,  this  is  absent  or  less  marked  after  the  antipyretics.  In  the 
same  way  the  rise  of  temperature  which  occasionally  is  caused  by 
very  hot  baths,  is  absent  or  dimin- 
ished, when  antipyrine  has  been 
administered  previously.  When 
the  basal  ganglia  are  cut  off  from 
their  connections  w^ith  the  lower 
part  of  the  body,  neither  septic  in- 
fections nor  antipyretics  have  any 
effect  on  the  temperature,  while 
after  section  above  the  basal  gan- 
glia,  fever  is  caused,  and  the  anti- 
pyretics induce  the  usual  fall  of 
temperature  (Sawadowsky).  In  ex- 
periments in  which  high  fever  was 
produced  by  lesions  in  the  neighbor- 
hood of  the  ganglia,  Gottlieb  found 
that  the  antipyretics  reduced  the 
temperature  and  increased  the  out- 
put of  heat  to  a  marked  extent, 
while  the  formation  was  increased 
to  a  less  degree. 

Finally  ,  the  condition  of  the  cen^ 
tre  has  been  examined  by  Stern  and 
Richter  after  the  temperature  had 
been  reduced  by  antipyretics.  They 
both  found  that  the  protective 
mechanism  was  called  into  play 
when  the  temperature  was  slightly 
raised,  and  generally  when  it  was 
depressed.    For  example,  a  fevered 

dog  (temperature  40.9^  C.)  received  an  antipyretic,  and  its  temperature 
was  reduced  to  37.6^.  Attempts  were  now  made  to  raise  the  temperature 
by  external  heat,  but  the  animal  resisted  this  by  increasing  the  output 
as  soon  as  the  temperature  rose  to  37.8°,  The  coordination  which 
m^ntained  the  temperature  at  40.9*  before  the  drug  was  administered 
now  attempted  to  keep  it  at  37*6°. 

The  results  of  these  researches  may  be  summed  up  shortly  as  fol- 
lows: The  antipyretics  reduce  the  temperature  in  fever  through  alter- 
ations effected  in  the  heat-regulating  nervous  mechanbm.  which  result 
in  lowering  the  point  at  which  the  temperature  is  maintained*    As  a 


CurvA  of  intemj^  temperaiure(UDbrak«n 
line)  and  of  the  skin  t^mperalure  (dotted 
line)  in  fever  treaUd  with  antipyrine 
(RoaenthAt)'  The  nbaciaaa  AB.  repretwnU 
ihe  time  in  houre;  the  vertical,  AC,  th« 
temperature  Centigrftde.  At  P,  antipyrjn« 
was  gtvcn,  and  the  skin  temperature  tone 
at  ooce  (augmented  heat  output).  The 
internal  temperature  soon  began  to  fall, 
and  after  it  had  reaehed  a  certain  point 
the  akin  temperaiimt  fell  agala  m  the 
capillaries  contracted. 
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consequence  of  this  action^  a  great  increase  in  the  dissipation  of  heat 
must  occur  in  order  to  free  the  body  from  the  warmth  which  it 
has  accumulated,  and  this  mcreased  output  is  attained  by  dilatation  of 
the  cutaneous  vessels.  The  seat  of  action  of  the  antipyretics  is  prob- 
ably situated  in  the  base  of  the  cerebrum. 

Both  antipyretics  and  fever  toxins  act  upon  the  temperature-regu- 
lating mechanism,  the  one  exciting,  the  other  depressing  it;  the  anti- 
pyretics may  thus  be  regarded  as  acting  as  antagonists  to  these  toxins  in 
the  brain  in  the  same  way  as  atropine  antagonizes  pilocarpine  in  the  heart. 
The  centre  poisoned  by  the  toxins  is  apparently  more  readily  acted  on 
than  in  the  normal  condition.  The  toxins  are  often  regarded  as  stimulat- 
ing, the  antipyretics  as  depressing  the  centre,  but  there  are  equally 
valid  grounds  for  reversing  the  roles  and  holding  that  the  toxins  depress 
and  the  antipyretics  excite  it  (Barbour), 

When  the  temperature  is  depressed  too  rapidly  by  these  remedies, 
a  condition  of  collapse  is  often  produced,  while  in  other  cases  the 
loss  of  heat  caused  by  the  dilatation  of  tbe  skin  vessels  seems  to  be 
excessive,  and  shivering  and  rigor  follow  in  order  to  increase  the  pro- 
duction. 

When  the  temperature  has  reached  the  new  point  fixed  by  the  coor- 
dination under  the  influence  of  the  antipyretics,  the  heat  dissipation 
rapidly  diminishes  and  may  become  less  than  normal,  because  the 
new  temperature  is  maintained  at  a  constant  point  by  the  same  mech- 
anism  as  the  normal. 

The  antipyretics  are  rapidly  absorbed,  and  as  rapidly  Excreted  by 
the  kidneys,  so  that  they  disappear  from  the  body  within  24-30  hours 
after  their  administration* 

The  fate  of  antipyrine  aeems  to  differ  in  different  animale.  In  the  dog  it 
IB  found  to  be  partially  oxidized  to  oxyantipyrine  which  is  excreted  in  the 
urine  in  combination  with  glycuronic  and  sulphuric  acids.  In  others  it  is 
aaid  to  be  excreted  in  the  urine  unchanged.  Acet&mlide  undergoes  a  partial 
oxidation,  the  final  product  differing  in  different  animala,  but  none  of  the 
original  body  appears  in  the  urine  except  after  very  large  doses.  In  man  it 
appears  as  acetylparamidophenol  (OH — CtH* — NHCjHiO)  and  a&  paramido- 
phenol  or  another  of  its  cQmpouiids,  both  being  in  combiuation  with  fiulphuric 
and  glycuronic  acids.  In  the  rabbit's  urine  paramidophenol  alone  ia  foundp  while 
in  the  dog  this  ia  accompanied  by  oxycarbanil  (C«H*O.NH.CO) ;  in  each  case 
it  fonna  a  double  sulphate  or  glycuronate.  The  fate  of  the  other  antipyretics 
resemblea  that  of  aoetanilide,  the  quinoline  derivatives  undergoing  a  partial 
oxidation  resulting  in  a  body  analogous  to  paramidophenol^  while  the  phene- 
tidine  compounds  are  partially  decomposed  and  appear  in  the  urine  aa  glycu- 
ronates  of  phenetidine.  The  combinations  containing  &alicj;lic  acid  break  up 
in  the  body,  and  the  acid  appears  in  the  urine  as  salicyluric  acid,  while  the 
rest  of  the  molecule  undergoes  the  usual  partial  oxidation. 

The  presence  in  the  urine  of  these  bodies,  or  rather  of  further 
products  of  their  oxidation^  gives  it  a  dark,  reddish-brown  color,  which 
may  be  observed  when  it  is  passed,  or  more  frequently  after  it  has 
been  exposed  to  the  air  for  some  time. 
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Preparations. 

ANTii»TRtNA  (U.  S.  P.)t  pHENAtox'UM  (B.  P.)  phenazotic,  or  antipyrine, 
forma  colorleaa  inodoroua  cn^aUls,  with  &  bitter  t&ete»  very  soluble  in  water^ 
alcohol,  and  chloroform.  0,3  G.  (5  grs.);  B.  P.,  5-15  grs. 

Phenacetinum  (B.  p.},  Acetphesbtidinum  (U.  S.  P,),  colorless,  tasteless 
crystals,  insoluble  in  water,  0.3  G.  (5  gra.);  P.,  5-15  gra.;  given  in  powders, 
CAcheto,  tablets,  or  suspended  in  mucilage. 

AAetanilidum  (V,  S.  P.,  B.  P,),  acetanilide  or  antifebrine,  colorless  crystals 
insoluble  in  water,  soluble  in  alcohol,  ether,  and  chloroform.  It  has  no  odor 
when  pure,  but  has^  a  slight  burning  taste.  Dose,  0.2  G.  (3  grs.};  B.  P.  2 — 
5  grs. 

NonofadaL 

PyrnTnidon,  small  colorless  crystals  shghtly  alkaline  in  reaction^  almost 
tasteless,  soluble  in  11  parts  of  water.  Dose,  0  .3-^.4  G.  (5-fl  gra,)  in  tablets 
or  powder. 

Malakinef  Ladophenine^  Thermodine  and  Salophen  all  resemble  each  other 
in  being  insoluble  in  water,  colorless,  and  cryat-alline,  and  are  prescribed  in 
the  same  way  as  phepacetine  and  in  doses  of  0.5-1  G. 

Pkenocoll  is  generally  used  as  the  hydrochlorate,  which  is  fairly  soluble  in 
water,  while  SqIocoU  is  insoluble.  0.5-1  G.  (S-15  grs.). 

Malakine^  Salocoll  and  Salophen  all  break  up  in  the  body,  freeing  salicylic 
acidt  so  that,  in  addition  to  the  antipyretic  action,  the  characteristic  effect? 
of  this  acid  may  be  elicited  by  them. 

The  antipyretics  are  almost  invariably  given  by  the  mouth,  AnUpyrine 
has  been  injected  hypodermioally^  but  this  is  somewhat  painful,  because  much 
larger  quantities  have  to  be  used  than  are  generally  given  by  this  method, 
and  the  stjlutwns  have,  therefore,  to  be  more  concentrated  (30-50  per  cent.). 

Among  the  members  of  this  group,  phenacetine  lb  probably  that  most  i^idely 
used  at  the  present  time;  antipyrine  is  also  popular.  Acetanilide  is  much  more 
dangerous  than  these  and  should  be  discarded. 

Therapeutic  Uses. — The  antipyretics  are  used  chiefly  to  Reduce  the 
Fever  Temperature.  The  moat  satisfactory  results  are  obtained  from 
those  Ti^'hich  act  somewhat  slowly,  but  which  preserve  a  low  tenij>era- 
ture  for  some  time,  and  antipvTine  and  the  phenetidine  compounds 
are  thus  preferable  to  the  earlier  remedies,  which  produce  a  more 
abrupt  fall,  after  which  the  temperature  soon  regains  its  former 
height.  The  best  efTects  are  obtained  when  the  antipyretic  is  given 
at  the  commencement  of  a  natural  remission,  the  temperature  often 
falling  2-4  degrees  in  the  course  of  the  next  2-3  hours,  aiid  only  rising 
slowly  afterward.  In  some  fevers  the  antipyretics  have  much  less 
tendency  to  lower  the  temperature  than  in  others.  Thus  in  septicjemia 
larger  doses  are  required  than  in  typhoid  and  not  infrequently  no 
satisfactory  reduction  of  the  temperature  follows  the  administration 
of  the  maximal  quantity.  Pneumonia  is  also  said  by  some  writers  not 
to  be  affected  so  easily  as  some  other  febrile  conditions  in  which  the 
heat-regulating  centre  appears  to  be  in  a  less  stable  condition,  as  is 
manifested  by  the  occurrence  of  large  spontaneous  variations  of  tem- 
perature. The  reduction  of  the  temperature  by  the  antipyretics  lasts 
only  as  long  as  the  drug  is  present  in  sufficient  quantity  in  the  body, 
and  accordingly  as  soon  as  sufficient  has  been  excreted,  the  intoxication 
of  the  regulating  mechanism  begins  again,  and  the  temperature  soon 
rises  to  its  former  height.   TTae  antipyretics  do  not  act  on  the  cause 
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of  the  disease,  but  only 


but  this  in  itself 


remove  one  of  the  symptoms^ 
is  not  an  argument  against  their  use,  as  is  apparently  believed  by 
some  A^Titers,  because  as  long  as  the  physician  is  unable  to  treat  the 
cause  directly,  he  is  justified  in  taking  such  measures  as  are  possible 
to  remove  the  symptoms,  rather  than  in  adopting;  an  expectant  treat- 
mentj  pure  and  simple.  The  extensive  use  of  these  remedies  shows 
very  clearly  that  the  high  temperature  is  merely  a  symptom  of  disease, 
and  not  the  disease  itself,  and  the  question  has  been  much  debated 
whether  the  reduction  of  fever  is  in  any  way  beneficial.  No  one  questions 
that  some  antipyretic  measures  should  he  taken  when  the  temperature 
rises  so  high  as  to  form  a  danger  in  itself,  but  their  use  in  ordinary 
fever  cases  is  more  doubtful,  and  many  physicians  deprecate  it  unless 
in  exceptional  contlitions.  The  very  large  doses  formerly  used  un- 
doubtedly induced  dangerous  symptoms  occasionally,  but  there  is 
little  risk  of  this  occurring  from  the  intelligent  use  of  the  less  violent 
members  of  the  series.  It  has  recently  been  shown  by  Schutze  and 
Beniasch  that  the  use  of  the  antipyretics  does  not  retard  the  formation 
of  the  protective  substances  (antitoxins)  to  which  the  recovery  from 
fever  is  attributed,  for  in  infected  animals  treated  with  enormous 
quantities  of  antipyrine  the  serum  displayed  the  same  agglutinating 
properties  toward  the  bacilli  as  that  of  controls  which  were  not  sub- 
jected to  any  medication. 

A  more  serious  argument  against  their  use  in  fever  is  that  the 
course  of  the  disease  is  less  readily  followed^  because  one  of  the  guid- 
ing symptoms — the  temperature  variations — is  no  longer  dependent 
solely  upon  the  severity  of  the  into?cication  with  the  fe\'er  poisons, 
and  both  diagnosis  and  prognosis  are  thus  rendered  more  difficult. 
For  example,  in  typhoid  fever  a  sudden  fall  of  temperature  often 
gives  the  first  indication  of  such  a  complication  as  hemorrhage, 
but  if  an  antipyretic  has  been  given  beforehand,  this  indication  may 
be  entirely  absent.  On  the  other  hand,  it  is  urged  in  favor  of  the 
antipyretic  treatment  that  the  patient  feels  more  comfortable  and 
easier  when  the  temperature  is  reduced,  and  that  this  alone  may 
favorably  influence  the  course  of  the  disease.  Besides,  the  high  tem- 
perature in  itself  increases  the  tissue  waste  and  causes  larger  draughts 
on  the  resources  of  the  patient  than  woultl  l)e  made  with  the  same 
amount  of  poison  in  the  tissues  at  a  lower  temperature;  and  although 
the  influence  of  the  high  temjjerature  on  the  metabolism  was  undoubt- 
edly exaggerated  at  one  timc^  this  consideration  is  by  no  means  devoid 
of  weight.  The  theors'  that  fever  is  a  defensive  measure  taken  by  the 
organism  against  the  causes  of  disease  and  ought  not  to  be  interfered 
with  therefore,  is  now  seldom  mentioned,  but  has  cropped  up  in  a  new 
form;  it  is  said  that  the  constriction  of  the  skin  vessels  ser\-es  the  pur- 
pose of  directing  the  blood  toward  the  vital  internal  organs,  and  that 
the  antipyretics  in  dilating  the  skin  vessels  counteract  this  useful 
measure;  cold  bathing,  at  any  r^ite  at  first,  rather  tends  to  divert  further 
the  blood  froni  the  skin,  while  at  the  same  time  withdrawing  heat  from 
the  body* 
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The  antipyretic  treatment  of  fe\er  is  of  value,  then,  in  cases  where 
the  temperature  is  so  high  as  to  endanger  life,  in  casea  in  which  the 
rise  of  temperature  is  the  chief  cause  of  distress  and  no  complications 
are  to  be  apprehended,  atidf  in  general,  in  cases  in  which  the  increased 
comfort  of  the  patient  is  not  counterbalanced  by  its  obscuring  the 
di&g:nosis  and  prognosis.  On  the  other  hand*  there  is  no  reason  to 
suppose  that  it  lessens  the  mortahty  or  shortens  the  course  of  most 
fevers,  or  that  it  prevents  complications  of  any  kind  except  excessively 
high  temperature,  and  the  routine  treatment  of  fever  with  antipyretics 
is  to  be  deprecated. 

The  chief  rival  of  the  antip>Teties  in  the  treatment  of  fever  in  the 
present  day  is  the  so-called  cold-bath  treatment,  in  which  the  fever 
patient  is  bathed  frequently  in  water  the  temperature  of  which  varies 
from  70-90°  F.  in  different  hospitals*  The  temperature  generally 
falls  to  a  considerable  extent  nnder  this  treatment,  and  very  often  a 
general  improvement  in  the  symptoms  occurs.  The  effect  on  the 
temperature  is  mainly  due  to  the  abstraction  of  heat  from  the  body, 
and  thus  far  corresponds  to  that  of  the  antipyretics.  In  the  cold-bath 
treatment,  however,  the  loss  of  heat  is  not  immediately  due  to  the 
dilatation  of  the  skin  vessels,  for  baths  at  70°  F,  have  rather  the 
effect  of  constricting  the  vessels  pnniarily,  whatever  may  be  the  sub- 
sequent effect.  The  heat  output  increases  here  from  the  change  in 
the  external  medium,  and  not  from  any  alteration  in  the  skin  itself. 
The  fall  of  temperature  is  generally  not  so  great  as  under  the  anti- 
pyretics, and  the  regulation  is  not  directly  affected,  for  the  patient 
shivers  and  becomes  cyanotic  long  before  the  normal  temperature 
is  reached.  The  therapeutic  virtue  of  the  cold  bath  was  formerly 
believed  to  lie  exclusively  in  the  abstraction  of  heat  and  the  fall  of 
temperature,  but  many  advocates  of  the  treatment  now  hold  that  this 
is  of  less  importance  than  the  effects  on  the  circulation  and  the  brain, 
which  are  elicited  reflexly  by  the  cold  water  applied  to  the  skin,  and 
which  are  not  now  believed  to  be  due  to  the  fall  in  temperature. 
Whether  this  view  h  correct  or  not,  the  whole  nature  of  the  fall  in 
temperature  is  different  from  that  produced  by  the  antipyretics,  and 
the  metabolism,  instead  of  becoming  less  active  as  it  does  under  the 
latter,  rather  tends  to  increase  under  the  cold  baths,  at  least  as  far 
as  the  tissue  change  can  be  measured  by  the  nitrogen  excreted.  The 
relative  therapeutic  value  of  the  two  methods  of  treating  fevers  can 
only  be  determined  by  clinical  experience,  and  the  clinicians  do  not 
appear  to  be  so  enthusiastic  in  their  advocacy  of  the  cold  bath  as  they 
were  a  few  years  ago.  However  the  matter  may  stand  in  hospital 
practice^  in  which  trained  assistance  is  available^  the  antipjTetics  have 
a  great  advantage  in  many  cases  in  which  treatment  has  to  be  carried 
out  without  any  such  facilities,  for  the  administration  of  these  drugs 
tnay^  of  course,  be  entrusted  to  ordinary  persons,  whereas  the  cold 
bath  can  be  given  only  by  the  physician  himself  or  by  trained  attendants* 
Particularly  in  the  milder  fevers,  where  no  complicated  measures,  such 
as  the  cold  bath^  are  considered  necesaarj',  the  antipyretics  give  relief 
to  the  patient  by  removing  the  feeling  of  heat  and  discomfort.^ 
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Other  antipyretic  drugs  Hre  quinine  and  alcohol,  but  neither  of  these 
produces  an  equal  falJ  of  temperature  unless  with  the  presence  of 
alarming  and  dangerous  s>7nptoms.  Quinine  acts  probably  through 
reducing  the  metabolism,  and  alcohol  by  dilating  the  skin  capillaries, 
and  perhaps  by  lessening  the  movements  and  thereby  the  formation 
of  beat.  Both  of  these  drugs  are  used  very  much  less  as  antipyretics 
now  than  formerly,  as,  besides  their  undesirable  secondary  effects,  the 
fall  of  temperature  is  less  certain  and  less  profound  than  under  the 
modern  antipyretics. 

The  antipyretics  are  also  used  very  largely  to  relieve  Neuralgic  Fain 
and  Headache,  often  with  complete  successs.  The  analgesic  action  of 
these  bodies  is  apparently  quite  different  from  that  of  morphine,  for 
in  many  instances  in  which  the  latter  is  successful  they  fail  to  alle- 
viate the  coudition^  On  the  other  hand  antipyrine  and  its  allies  can 
often  be  used  where  morphine  is  contra-indicated,  either  from  the 
danger  of  the  habit  being  formed,  or  from  the  somnolence  it  induces. 
The  antipyretics  appear  to  be  of  little  or  no  value  in  relieving  the 
pain  caused  by  acute  Inflammatory  conditions,  while  on  the  other 
hand  they  are  almost  specific  in  some  neuralgic  cases.  Almost  all  of 
the  antipyretics  are  efficient  In  these  cases,  but  larger  doses  are  gener- 
ally required  than  to  reduce  fever,  and  the  more  powerful  such  aa 
antifebrine,  are  often  preferred  to  the  safer  and  more  slowly  acting 
phcnetidines.  Antifebrine  or  acetanilide  has  so  often  given  rise  to 
poisoning,  liowever,  that  its  use  for  this  purpose  is  to  be  deprecated, 
especially  as  equally  satisfactory  results  may  be  obtained  from  somewhat 
larger  quantities  of  the  safer  antipyretics.  Acetylsalicylic  acid  has  been 
used  instead  of  the  antipyretic  group  of  late  years.  Caffeitie  is  often 
prescribed  along  with  the  antipyretic  in  headache  and  neuralgia. 

Several  of  the  antipyretics  have  been  used  as  Substitutes  for  Quinine 
in  the  treatment  of  malaria,  but  none  of  them  have  the  specific  action 
of  the  latter  on  the  organism  of  malaria,  and,  although  they  may  reduce 
the  temperature,  they  do  not  prevent  the  other  symptoms  and  do  not 
remove  the  cause  of  the  disease.  In  the  same  way  they  do  not  seem 
to  equal  salicylic  acid  in  efficiency  in  acute  rheumatism,  although  here 
again  they  reduce  the  temperature.  Even  those  which  release  salicylate 
in  the  body,  such  as  malakine  and  salophen,  do  not  supply  adequate 
amounts  of  it  for  the  treatment  of  rheumatic  fever,  in  which  the  pure 
salicylate  is  much  to  be  preferred. 

The  antipyretics  are  used  to  a  considerable  extent  in  cases  of  dia- 
betes insipidus  and  mellitus  and  appear  to  relieve  the  discomfort  and 
In  some  cases  to  improve  the  general  condition.  In  whooping-cough 
antipyrine  often  lessens  the  severity  of  the  attacks  and  also  renders 
them  less  frequent,  and  is  said  to  shorten  the  course  of  the  disease. 

The  Uise  of  aatipyriae  and  other  members  of  this  as  sedatives  in  hyper- 
activity of  the  motor  fuuctlous  of  the  brain,  such  as  epilepsy  &ud  i^horca,  has 
not  been  attended  with  gfeat  aucceas,  although  temporary  iitiprovcment  haa 
occasional ly  been  noted,  as  after  ao  many  other  remedies* 

Aatipyrine  and  several  othera  of  this  aeries  have  been  advocated  aa  local 
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tive^  or  aruestlietica,  and  have  been  used  occaaiormUy  to  lessen  the  urita- 
btUty  of  the  throat  and  larynx  and  thus  to  permit  of  the  minor  manipulations 
of  laryngology,  Holocaine,  a  body  closely  related  to  phenacetiae,  has  been  em- 
ployed to  a  lunited  extent  as  &  local  aniesthetic  La  opUthalmology  (see  p.  365). 

The  occurrence  of  collapse  and  other  symptoms  has  led  to  a  con- 
siderable amount  of  distrust  of  the  antipyretics  among  many  of  the 
medical  profession-  In  justice  it  has  to  be  remembered  that  in  many 
cases  these  symptoms  were  produced  only  by  very  large  doses,  and 
that  since  experience  has  shown  that  beneficial  results  may  be  obtained 
by  smaller  quantities,  these  cases  have  Dotably  diminished  in  medical 
practice.  Unfortunately,  this  distrust  is  not  entertained  by  a  large 
class  of  the  laity,  and  numerous  cases  of  poisoning  arise  from  the 
impression  that  the  antip>Tetics  are  not  dangerous  drugs.  For  the 
most  part,  poisoning  seems  to  be  due  to  a  peculiar  sensitiveness  or 
idiosyncrasy,  which  cannot  be  foreseen,  but  in  cases  of  great  e:chaustion 
and  asthenia,  especially  when  accompanied  with  ancemia,  these  drugs 
have  to  be  used  with  great  care  or  avoided  entirely. 
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hydfo-zi-naphthylaniine  CCibHiiNH«)  ratsee  the  temperature  by  mcreaeing  the 
heat  production  through  muacular  movement  and  by  limiting  tJie  heat  loss 
through  conatriclion  of  the  vessels  of  the  skin  and  superficial  tisffuea.  The 
muscular  movement  arises  from  central  nervous  extnttttion,  and  is  slio^nri  in 
tremor  and  convulaiona  after  large  doses;  the  oxygen  absorption  and  the 
carbonic  acid  production  is  ereatly  augmented.  The  constriction  of  the  cuta- 
neous vessels  is  also  mainly  due  to  etimulation  of  the  vasomotor  centre,  though 
there  may  be  some  alight  action  on  the  vessel  walk  also.  The  pupi]  is  widely 
dilated  and  the  eyeball  is  protruded,  from  Btimulation  of  the  sympathetic 
mechaiiiam,  partly  in  the  periphery  but  mainly  in  the  central  ner^  oufi  system, 
Cof-aine  has  a  similar  but  weaker  action;  the  naphthylamine  compounds  do  not 
cause  local  anaesthesia. 
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XXXn.  SALICTLATES. 

Salicylic  Add,  C^HiOHCiX)!!,  was  introduced  into  medical  use  as  a 
substitute  for  carbolic  acid,  but  together  with  its  salts  has  proved  to 
have  a  specific  action  in  acute  rheumatism ;  sodium  salicylate  has  almost 
entirely  displaced  the  acid  in  the  treatment  of  this  disease.  Some  of 
the  esters  have  also  been  employed;  methyl  salicylate,  CtHiOHCOOCHu 
which  is  found  in  the  volatile  oil  obtained  from  the  wintergreen  (Gaul- 
theria  procumbena)  and  from  birch  bark  (Betula  lenta)  and  which  is 
also  formed  synthetically;  phenyl  salicylate  or  salol,  CtHiOHCOOCa  Hs, 
formed  synthetically;  the  numerous  other  salicylic  esters  which  have 
been  introduced  by  enterprising  manufacturers  have  not  attained 
a  wide  use,  A  recently  introduced  compound  which  has  been  largely 
employed  is  acetyl^alicylic  acid^  CjH40COCHs,COOIT,  or  aspirin. 
Salidiij  CisHifiOr,  is  a  glucoside  found  in  the  poplars  and  willows,  which 
forms  salicylate  in  the  body  and  has  had  a  limited  use. 

Local  ActiioB. — ^The  salicylates  have  some  antiseptic  action,  which  is 
much  smaller,  however,  in  the  case  of  the  neutral  salts  than  in  the  acid* 
in  which  the  specific  action  of  the  salicylate  radicle  is  reinforced  by  the 
acid  ion.  Thus  the  putrefaction  of  protein  solutions  and  the  alcoholic 
and  acetic  acid  fermentations  are  retarded^  or  entirely  prevented 
by  the  presence  of  comparatively  small  quantities  of  salicylic  acid  or 
of  the  salicylates.  They  offer  some  points  of  contrast  witli  carbolic 
acid,  however^  for  it  is  found  that  if  much  protein  is  present  the 
salicylic  preparations  are  generally  less  efficient  than  phenol;  this  is 
perhaps  due  to  the  phenol  being  volatile  and  therefore  penetrating 
more  readily  and  forming  less  stable  combinations  with  the  protein. 
Salicylic  acid,  on  the  other  hand,  does  not  evaporate  and  therefore 
preserves  bodies  which  are  exposed  to  the  air  for  a  longer  time  than 
carbolic  acid,  which  is  soon  dissipated.  These  considerations  may 
perhaps  explain  the  very  different  results  which  have  been  obtained 
by  different  observers  la  regard  to  the  comparative  germicidal  power 
of  these  substances.     The  movements  of  plant  protoplasm^  protozoa 


and  leucoc}^  are  prevented  by  salicylic  acid  as  by  quinine  and  the 
other  aromatic  antiseptics.  Salicylic  acid  retards  the  digestion  of 
proteins  by  the  gastric  and  pancreatic  juices,  and  the  decomposition 
of  glucosides  by  ferments,  but  this  is  probably  due  to  its  acidity  and  not 
to  the  salicylate  ion. 

IrritaDt  Action. — When  salicylic  acid  is  applied  for  some  time  as  a 
powder  to  wounds,  mucous  membranes,  or  even  the  skin,  it  may  induce 
corrosion  and  necrosis.  It  sometimes  causes  soreness  and  irritation  of 
the  mouth  and  throat  when  swallowed  in  [xjwder,  and  congestion  and 
even  erosion  of  the  mucous  membrane  of  the  stomach  have  been  ob* 
served;  even  dilute  solutions  often  cause  pain  and  discomfort  in  the 
stomach.  Sodium  salicylate  is  only  very  slightly  irritant,  but  when 
it  is  swallowed,  some  of  the  acid  is  disengaged  by  the  hydrochloric  acid 
of  the  stomach  and  may  be  deposited  on  the  mucous  membrane  and 
give  rise  to  acute  dyspepsia. 

SymptomB. — Salicylic  acid  and  its  salts  are  rapidly  absorbed  from 
the  stomach  and  intestine  and  as  a  general  rule  produce  no  symptoms, 
unless  when  given  in  very  large  doses.  Some  individuals,  however, 
are  peculiarly  sensitive  to  the  action  of  the  salicylates,  and  in  these 
comparatively  small  doses  are  followed  by  symptoms  which  are  gen- 
erally of  only  slight  importance,  but  which  are  sometimes  sufficiently 
grave  to  cause  anxiety,  and  in  very  rare  cases  have  been  followed  by 
death. 

The  ordinary  symptoms  are  a  feeling  of  heaviness  and  fulness  in 
the  head,  with  hissing  or  roaring  sounds  in  the  ears  exactly  resem- 
bling those  produced  by  quinine.  These  may  be  followed  by  some 
confusion  and  dulness  and  by  indistinct  sight  and  hearing.  Very 
often  the  patient  complains  of  excessive  perspiration  and  a  sense  of 
warmth  all  over  the  body.  Dyspnoea,  marked  by  exceedingly  deep 
and  labored  respiration,  has  been  noted  in  more  serious  cases  of  poi- 
sonings and  a  condition  of  collapse  with  slow,  weak  pulse,  subnormal 
temperature  and  partial  or  complete  unconsciousness  may  follow.  In 
others  delirium  and  hallucinations  of  sight  and  hearing  have  occurred, 
these  being  more  frequently  seen  in  chronic  alcoholic  patients  and  in 
cases  of  diabetes  than  under  other  conditions.  Albumin,  casts  and 
even  hieraoglobin  and  blood  in  the  urine  are  often  noted  as  sequelfe. 
Various  forms  of  skin  eruptions  have  been  described  as  occurring 
under  the  use  of  salicylic  acid,  sometimes  after  a  single  dose,  but 
much  more  frequently  after  prolonged  treatment.  They  resemble 
those  seen  under  the  antipyretics,  but  seem  to  be  less  frequently  elic- 
ited by  salicylic  acid.  Abortion  has  been  repeatedU'  ohser\ed  under 
salicylate  treatment,  but  it  seems  open  to  question  whether  this  was 
due  to  the  remedy  or  to  the  disease.  Haemorrhages  from  the  uterus, 
nose,  mouth  and  intestine  have  also  been  credited  to  the  action  of  this 
drug.  Numerous  other  symptoms  have  been  noted  after  it,  but  so 
rarely  that  a  doubt  may  be  entertained  as  to  whether  they  were  not  due 
to  some  special  condition,  or  perhaps  to  some  impurity  in  the  drug. 

In  animals  salicylates  injected  intravenously  cause  some  acceleration 
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of  the  pulse  and  respiration,  followed  by  slowness  and  weakness  of 
the  heart,  and  often  by  marked  dyspncea.  Depression  of  the  central 
nervous  system  is  shown  by  slowness,  weakness  and  incoordmation  of 
the  spontaneous  movements,  and  eventually  by  stupor  and  arrest 
of  the  respiration,  which  is  generally  preceded  by  con^'ulsions.  Photo- 
phobia and  clonic  spasms  have  been  observ  ed  in  some  dogs.  Plyper- 
semia  of  the  kidney,  liver,  brain  and  tympanum  are  sometimes  found 
at  the  autopsy  on  dogs  poisoned  with  salicylic  acid,  and  when  the  drug 
has  been  given  in  powder,  congestion,  irritation,  and  necrosis  of  the 
gastric  mucous  membrane.  This  irritation  of  the  stomach  often  causes 
vomiting  in  dogs,  and  the  poison  being  thus  eliminated,  no  further 
symptoms  appear.  Vomiting  occurs  in  cats  when  salicylate  is  injected 
hypodermicall^',  which  indicates  some  action  on  the  medullary  centres; 
increased  reflexes,  tremors  and  restlessness  are  also  described  in  these 
animals  in  which  a  more  distinct  stimulation  of  the  central  nervous 
system  seems  to  be  elicited  than  in  man. 

In  the  frog  salicylic  acid  produces  quickened  respiration  and  in- 
creased reflexes,  followed  by  depression  of  the  spontaneous  movements, 
tremor^  and  clonic  contractions.  The  heart  is  slow,  dilated^  and  weak. 

The  s>TOptoms  elicited  by  salicylic  acid  and  its  salts  are  therefore 
very  indefinite,  and  with  few  exceptions  occur  so  seldom  in  man  that 
they  may  be  discussed  very  shortly. 

The  Disorders  of  Mearing  have  been  ascribed  to  congestion  of  the 
tympanum,  but  may  perhaps  indicate  some  changes  In  the  nerve  cells 
of  the  ear  analogous  to  those  observed  under  quinine.  As  a  general 
rule  they  pass  off  in  the  course  of  a  few  hours  or  days,  but  they  some- 
times leave  a  more  or  less  permanent  impairment  of  the  sense  of  hear- 
ing. The  Dimness  of  Sights  sometimes  amounting  to  complete  blind- 
ness, is  due  to  vascular  or  retinal  changes  in  the  eye  (see  Quinine), 
and  some  disturbance  of  the  circulation  of  the  brain  and  head  may  be 
the  cause  of  the  dulness  and  fulness  of  the  head  complained  of,  and 
of  the  not  infrequent  epistaxis.  Maragliano  showed  by  plethysmo- 
graphic  measurements  that  the  Vessels  of  the  Skin  are  dilated  by  sal- 
icylates in  the  same  way  as  by  the  antipyretics.  The  exact  mechanism 
by  which  these  alterations  in  the  distribution  of  the  blood  are  pro- 
duced, is  unknown,  but  the  most  probable  explanation  would  seem  to 
be  that  the  vaso-dilator  centres  in  the  medulla  controlling  these  areas 
are  excited. 

The  general  Blood-Pressure  is  found  to  be  increased  by  small  quan- 
tities of  the  salicylates  from  stimulation  of  the  vaso-constrictor  centre, 
while  after  very  large  injections  into  the  bloodvessels,  the  pressure 
is  low^ered,  partly  perhaps  from  depression  of  the  centre,  but  mainly 
from  the  cardiac  action  of  the  drug 

Small  quantities  are  found  to  accelerate  the  Heart  in  animals  in  the 
same  way  as  small  doses  of  the  other  aromatic  bodies,  apparently 
from  direct  action  on  the  cardiac  muscle*  Very  large  doses  produce 
a  slow,  weak  and  dilated  heart,  and  a  corresponding  fall  in  the  blood- 
pressure. 


The  acceleration  of  the  Reapiration  and  the  dyspno-a  which  liave 
Ijceii  noted  occasionally  in  man,  seenj  to  l>e  due  to  some  central  action. 
In  animals  the  respiration  is  first  accelerated  to  some  extent,  and  then 
slowed,  apparently  from  the  respiratory  centre  being  first  excited 
and  then  depressed,  and  eventually  paralyzed  by  very  large  quan- 
tities of  the  drug.  Death  seems  to  be  due  to  this  paralysis,  the  heart 
continuing  to  beat  for  some  time  afterward. 

The  effects  of  salicylates  on  the  Central  Nerroiis  System  seem  to 
be  comparatively  slight*  except  in  cases  in  which  a  special  idiosyn- 
crasy exists^  No  such  convulsive  action  as  occurs  under  others  of  the 
aromatic  series  has  been  observed  under  it,  and  in  animals  there  seems 
no  marked  depression  save  in  the  medulla  oblongata.  The  convul- 
sions which  are  observed  before  death  are  probably  not  due  to  the 
direct  action  of  the  drug^  but  to  the  asphyxia.  In  the  medulla  oblon- 
gata the  respiratory  and  vaso-constrictor  centres,  and  probably  the 
vaso-dilator^  seem  to  be  first  stimulated  and  then  depressed. 

The  Perspiraticm  which  so  often  follows  the  administration  of  sal- 
icylic preparations  may  be  due  in  part  to  the  dilatation  of  the  skin  ves-* 
sels,  but  is  probably  to  be  ascribed  rather  to  increased  acti%  ity  of  the 
sweat  centres.  Some  of  the  Skin  Rashes  may  also  be  caused  by  the 
dilatation  of  the  cutaneous  vessels,  and  perhaps  in  all  cases  this  may 
be  looked  upon  as  a  favorable  condition,  which  leads  to  eruptions  in 
individuals  who  are  predisposed  to  them. 

Salicylie  acid  and  its  salts  increase  to  some  extent  the  Secretion  of 
the  Urine,  probably  through  a  direct  action  on  the  renal  epithelium, 
although  the  increased  formation  of  urea  may  also  play  a  part  in  the 
slight  diuresis.  Irritation  of  the  kidney  and  nephritis  are  observed  in 
many  cases,  with  the  appearance  of  albumin  and  blood  in  the  urine, 

The  salicylic  preparations  produce  a  slightly  augmented  flow-  of 
Bile,  apparently  from  some  specific  action  on  the  liver  cells.  The  bile 
is  generally  more  dilute  than  normal,  the  fluid  increasing  more  than 
the  soUds»  though  the  total  solid  excreted  is  augmented. 

Salicylate  has  been  said  to  lower  the  normal  Temp«ratiHe,  but  this 
seems  to  be  erroneous,  except  when  very  large  quantities  produce 
a  condition  akin  to  collapse.  In  fever  patients,  however,  it  often 
causes  a  marked  fall  of  temperature,  and  it  was  formerly  used  as  an 
antipyretic  for  this  reason.  The  action  is  probably  explained  by  the 
dilatation  of  the  cutaneous  vessels  and  the  increase  in  the  output  of 
heat.  {See  Antipyretics.)  Dilatation  of  the  skin  vessels  also  occurs  in 
normal  persons  after  salicylates,  but  this  is  probably  counterbalanced 
in  them  by  increased  heat  formation.  The  fall  in  temperature  after 
salicylic  acid  is  generally  less  in  extent  and  of  shorter  duration  than 
that  following  the  members  of  the  antipyrine  series. 

In  its  passage  through  the  tissues,  salicylic  acid  modifies  the  Metab- 
oUsmj  Ei3  is  shown  b}'  an  increase  of  10^12  per  cent,  in  the  nitrogen 
and  sulphur  of  the  urine.  This  indicates  a  considerably  augmented 
decomposition  of  the  proteins  of  the  body^  but  whether  it  is  accom- 
panied by  increased  oxidation  is  unknown.   A  still  more  notable  aug- 
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mentation  of  the  uric  acid  excreted  has  been  observed,  different  authors 
estimating  it  at  30^5  and  even  100  per  cent.  This  occurs  also  in 
anitnab  and  persons  on  a  purine-free  diet;  the  uric  acid  escapes  through 
the  kidney  more  easily,  and  the  percentage  in  the  blood  falls  as  that 
of  the  urine  rises.    (See  Atophan,  p,  4450 

Salicylate  circulates  in  the  blood  as  the  sodium  sakj  it  does  not 
accumulate  in  the  joints  noore  than  elsewhere,  as  was  asserted.  About 
three-fourths  of  that  ingested  is  Excreted  by  the  kidneys,  for  the  most 
part  in  a  combination  with  glycine,  which  is  known  as  salicyluric  acid, 
and  which  is  strictly  analogous  to  hippuric  acid.  Salicjduric  acid 
seems  practically  inert,  and  has  no  effect  in  acute  rheumatiBin,  Some 
of  the  salicylic  acid  is  excreted  uncombined.  It  api)ear3  in  the  urine 
withia  an  hour  of  its  administration  by  the  mouth  and  is  all  eliminated 
in  forty-eight  hours.  It  has  also  been  found  in  the  milk,  perspiration 
and  bile,  but  does  not  appear  to  be  excreted  into  the  stomach.  Some 
salicylate  is  completely  destroyed  in  the  tissues  and  this  fraction  is 
higher  in  rheumatic  fever  than  in  normal  persons;  the  actual  concen- 
tration in  the  blood  and  urine  may  thus  be  lower  in  rheumatic  fever. 

Methyl  Salicylate  has  a  hot,  burning  taste,  and  like  other  volatile 
oils  produces  a  feeling  of  warmth  in  the  stomach*  In  many  cases  it  is 
well  borne,  but  some  patients  complain  of  pain  in  the  stomach,  loss  of 
appetite,  and  even  nausea  and  vomiting.  Much  of  it  is  decomposed 
to  salicylate  in  the  intestine  and  this  is  rapidly  absorbed  and  produces 
the  characteristic  symptoms  in  large  doses. 

SaUcm*  a  glycoside  found  in  many  species  of  willow  and  poplar,  is 
decomposed  into  salicylic  alcohol,  which  is  oxidized  to  salicylates 
in  the  body.  It  is  probable  that  the  decomposition,  like  that  of  the 
ordinary  esters,  takes  place  chiefly  in  the  intestine,  for  when  it  is  injected 
intravenously  it  is  excreted  unchanged.  It  is  very  bitter,  but  does  not 
irritate  the  mucous  memb^a^es^  and  is  not  so  certahi  in  its  action  as 
salicylate.  When  administered  by  the  mouth  it  is  excreted  in  the 
urine  partly  as  salicin^  partly  as  saligenin  or  salicyl  alcohol,  and  partly 
as  salicylic  and  salicyluric  acids. 

Acetylsallcylic  Add,  or  Aapirm,  passes  through  the  stomach  unchanged 
and  is  free  from  the  gastric  effects  of  salicylic  acid  and  the  salicylates. 
It  is  ptirtially  decomposed  into  salicylic  acid  in  the  bowel,  but  some  of 
it  appears  to  be  absorbed  in  its  original  form.  The  salicylate  formed 
from  it  exercises  its  usual  action  in  the  tissues,  but  there  is  a  further 
action  resembling  that  of  the  antipyretics  in  headache  and  neuralgia, 
and  this  is  attributed  to  the  action  of  the  acetylsalicylate  which  has 
escaped  decomposition  and  has  been  absorbed. 

Salicylic  acid  is  ortho-oxyben^oic  acid,  and  there  are  two  isomers,  meiaoxy^ 
benzoic  and  paraoxybenzoic  acid,  which  differ  from  it  structurally  only  in  the 
relative  position  of  the  hydroxy]  and  curboxyl  side  chains.  Yet  their  salts  are 
devoid  of  action  in  acute  rheuraatiam  and  are  not  employed  in  therapeutics** 

•  This  difference  ia  activity  between  the  Btoreoiaumors  of  the  beoietie  aeries  is  wry  fre- 
quQtitly  tD^t,  Abd  the  relative  toxicity  difTcra  in  the  different  compaunda;  tbUB  the  ortbo- 
compgund  is  moat  active  in  the  oxybenioic  &cidB  (saUcylic  acid),  while  amoDg  tht'  oresab 
the  melBcreBal  a  Bud  to  be  the  mo4t  poioonoua,  and  parAcblurpheiitil  m  tnor^  antiBeptic 
thftn  aither  of  ita  iaomera. 
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The  three  isomeric  creao(inw:  acidit  (CfHi  .CHt.OH  .COOH)  that  correspond  to 
salicylic  acid  in  the  position  of  their  hydroxyl  and  earbo^'l  groups,  resemble  it 
in  action  and  are  effective  i_n  acute  rheumatism;  they  are  approxitnately  equal 
to  aalicylic  acid  in  toxicity,  bat  orthocresotinic  acid  has  a  more  depressant  action 
on  the  heart,  and  as  they  offer  do  advantages  over  salicylates,  they  have  ouly 
been  used  experimentally  in  therapeutics. 

Pbepakations. 

AciDUM  Salictlicum  (U.  S.  p.,  B.  p.),  salicylic  acid  (CH^OHCOOHl, 
email,  white,  needle-hke  crystals,  or  a  light  crystalline  powder,  odorless  wilh 
a  sweetish,  afterward  acrid^  burning  taste,  shghtly  soluble  in  water,  verj' 
soluble  in  alcohol  or  ether.  A  reddish  tinge  indicates  the  presence  of  car- 
bolic acid  or  other  impuritiefi,  and  salicylic  acid  for  internal  use  ouf^ht  to  be 
entirely  colorless.'  It  is  generally  given  in  capsules  or  tablets,  0,75  G.  (12 
grs  );  B.  R,5^20gr8, 

Vnguantum  Acidi  Salicylid  (B.  P.),  2  per  cent. 

SoDtl  SAUCrLAS  CU.  S.  P.,  B.  P.),  sodium  salicylate  (CiH^OHCOONa),  a 
white,  odorless  powder  with  a  sweetish  taste,  very  soluble  in  water,  leas  so 
in  alcohol.  1  G.  (lo  grs.);  P.,  10-30  grs.  in  capsules  or  tablets,  or  dissolved 
in  s>Tup. 

Oleum  Gaulthcriee  (B.  P.),  oil  of  wintergxeen,  a  colorless  or  yellowish  fluid  with 
a  characteristic,  pleasant  odor  and  a  sweetish,  aromatic  taste,  insoluble  in 
water,  soluble  in  alcohol,  contains  90  per  cent,  of  methyl  salicylate,  6-16 
mins. 

MethylU  Salicylnt  fU.  S.  P.,  B.  R),  (C,H*OHCOOCHa),  is  practically  identical 
with  the  oil  of  wintergreen.  Doee  0.75  mil  (12  mins,)- 

Salicinvm  (U,  S.  R,  B.  P,),  salicin  (C.H„0,OCiH*CH,OH),  a  glucoside 
obtained  from  several  species  of  billow  and  poplar,  consists  of  white,  silky^ 
cryetalline  needles,  with  a  very  bitter  taste,  soluble  in  2S  parts  of  water.  1  G. 
(X5  grs.) ;  B,  P.,  5-20  prs*,  or  more  every  3  or  4  hours^  given  in  powder,  capsulea 
or  in  solution,  which,  however,  is  very  bitter* 

Acidum  Acetyhaliq/licttm  (B.  P.),  Aspirin  (CjHiO^-OCiHiCOOH)  is  com- 
posed of  small  colorless  cr)'slals,  without  odor,  and  is  slightly  soluble  in 
water  with  a  more  pleasant  acid  taste  than  saltcyhc  acid.  It  has  appeared 
under  numerous  designationa  of  late  years  and  much  exaggerated  claims  have 
been  made  for  it  as  a  remedy  for  most  diverse  conditions.  Dose,  0.3-1  G. 
(5-15  grs.). 

Therapeutic  Uses* — The  chief  sphere  of  usefulness  of  saOcylate  at  the 
present  time  is  in  the  treatment  of  acute  rheumatic  fever,  in  which 
it  seems  to  have  a  specific  action  similar  to  that  of  colchicuni  in 
gout.  Some  other  members  of  the  aromatic  series  are  useful  in  this 
condition,  but  none  are  superior  to  the  salicylic  preparations  in  effi- 
cacy. Under  this  treatment  the  pain  and  swelling  in  the  joints  rapidly 
lessen^  the  temperature  often  falls,  and  the  course  of  the  disease  is 
shortened.  It  is  still  debated  whether  the  salicylic  treatment  reduces 
the  liability  to  endocarditis  and  pericarditis,  which  are  common  com- 
plications of  acute  rheumatic  fever:  some  clinicians  even  state  that  it 
increases  the  risk  of  these  complications,  while  others  advise  the  dis- 
continuance of  the  treatment  when  any  snnptoms  arise  from  the  heart. 
The  view  more  generally  entertained,  however,  b  that  the  cardiac 

I  Salicylie  uid  formed  syntheticklly  from  pfaenol  is  atUtu  mid  to  be  more  poUonous 
than  tbftt  obt-uDed  from  the  oil  of  wiDtergrrea  (in«^lhyl  lalioj'lAte)*  but  thii  ia  noi 
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affections  are  less  often  met  with  and  are  less  severe  under  salicylic 
treatment,  and  very  often  it  is  continued  in  small  quantities  even  after 
the  heart  is  undoubtedly  involved  in  the  disease.  The  remedy  some- 
times fails  in  rheumatisni^  as  quinine  does  in  malaria,  and  it  sometimes 
acts  more  satisfactorily  in  one  joint  than  in  another.  Relapses  occur 
even  during  the  continuous  treatment  with  ordinarily  adequate  quan- 
tities of  salieylate^  and  it  is  found  advisable  to  keep  the  patient  under 
observation  as  long  as  was  necessary  before  the  salicylate  treatment 
was  intrcfdueed*  (Miller.)  Large  doses  {1-2  G.  or  15-30  grs.)  repeated 
every  2-3  hours  are  necessary  in  some  cases  at  first,  the  quantity  being 
reduced  as  the  3ym])tom3  abate.  Salicylic  acid  is  now  seldom  given, 
sodium  salicylate  having  supplanted  it.  Alkaline  carbonates  are  fre- 
quently recommended  along  ^ith  the  salicylate,  on  the  ground  that 
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they  lessen  the  gastric  action  by  preventing  the  formation  of  the 
irritant  salicylic  acid.  Oil  of  wintergreen  may  also  be  used  here,  but, 
like  salicylic  acid,  is  more  liable  to  cause  gastric  irritation.  When  high 
fever  is  present*  the  antipjTedc  combinations  of  salicylic  acid,  such  as 
malakine,  may  be  used  with  ad\  antage.  Salicin  is  less  disturbing  to 
the  stomach  than  tlie  otlier  preparations,  but  is  less  certain  in  its 
effects  and  has  to  be  given  in  larger  quantities. 

In  other  acute  constitutional  diseases  accompanied  by  fever,  sal- 
icylate has  no  such  specific  action  as  in  acute  rheumatic  fever;  even 
when  the  joints  are  involved,  as  in  gonorrhival  arthritis,  salicylate  is 
of  little  or  no  service,  so  that  some  special  relation  Appears  to  exist 
betT^een  tfie  salic>'late  and  the  cause  of  rheumatic  fever. 

Salicylates  have  also  been  used  in  tlie  various  forms  of  disease  which 
are  roughly  classified  as  rheumatic — chronic  rhe\imatbni.  arthritis, 


neuralgia,  myalgia — but  the  effects  are  less  satisfactory  than  in  acute 
rheumatism. 

Salicylate  in  some  cases  promotes  the  absorption  of  effiBions  into 
the  serous  membranes,  such  as  he  pleura,  and  also  subretina!  effusion. 
It  Is  unknown  how  this  is  effecteid,  but  it  scarcely  seems  probable 
that  the  slight  diuretic  action  of  the  drug  is  sufficient  to  account 
for  it. 

The  cholagogiie  action  of  the  salicylates  is  quite  inconsiderable  in 
comparison  with  that  of  the  bile  itself,  and  in  any  case  in  which  an 
increase  of  the  bile  secretion  is  desirable,  recourse  should  be  had 
rather  to  the  latter.  It  has  recently  been  suggested  by  Kuhn  that  the 
salicylic  salU  excreted  in  the  bile  may  retard  the  growth  of  microbes 
and  thu3  prove  of  value  in  the  treatment  of  liver  and  gall-bladder 
infections. 

Salicylic  acid  and  the  salicylate  of  soda  were  at  one  time  used  to  a 
considerable  extent  as  antiseptics  in  surgeryi  and  indeed  promised  to 
supplant  carbolic  acid  for  this  purpose,  as  they  were  less  irritating  and 
also  less  poisonous.  They  have  been  less  used  of  late  years,  and  although 
bacteriological  experiment  has  shown  that  the  acid  is  at  least  as  destruc- 
tive to  the  pyogenic  organisms  as  carbolic  acid,  most  surgeons  find  it 
less  satisfactory  in  practice.^ 

Salicylic  acid  is  occasionally  applied  locally  in  excessive  sweating, 
and  has  also  been  used  in  various  skin  affections  in  which  it  is  desirable 
to  soften  or  partially  dissolve  the  epidermis.  Both  acid  and  salts  are 
absorbed  too  rapidly  to  act  as  intestinal  disinfectants. 

In  1875  it  was  found  to  have  antipyretic  properties,  and  for  a  few 
years  it  was  used  as  a  general  antipjTetic  in  fever,  but  has  been  entirely 
supplanted  for  this  purpose  by  the  more  recently  discovered  antipyrine 
series.  It  was  also  suggested  as  a  substitute  for  quinine,  but  has  no 
specific  action  on  the  malarial  organisms. 

Salicin  is  used  as  a  substitute  for  salicylic  acid  only  in  rheumatic 
fever.   It  has  been  prescribed  as  a  stomachic  bitter. 

Acetylsalicylic  acid  is  used  chiefly  to  relieve  headache  and  neuralgia 
in  the  same  way  as  the  antipxTetic  group,  and  for  this  purpose  may 
\>e  given  in  doses  of  5  grains. 

Salicylic  preparations  have  to  be  used  with  care  where  any  symp- 
toms of  renal  irritation  are  present.  In  cases  of  poisoning,  the  treat- 
ment is  determined  entirely  by  the  symptoms,  and  no  antidote  is 
known.  Gly  cine  has  beeen  suggested  for  the  same  reason  as  the  sul- 
phates in  phenol  jxtisoning,  but  would  presumably  be  of  no  greater 
value. 

Methyl  salicylate,  or  oil  of  wintergreen,  is  often  applied  locally  in 
muscular  and  articular  rheumatism,  it  being  supposed  that  larger 
quantities  thus  reach  the  focus  of  disease  than  when  the  drug  is  taken 

'  Balicylie  add  hu  been  uae<J  veiy  lAr^dy  ju  a  preftervativc  tn  wine  &cid  beer.  Kq 
Qvil  e^ecU  haw  been  deGoitely  abowD  to  follow  the  prolonged  use  of  liquon  thua  treated, 
but  they  may  tend  la  disturb  the  digcsUOQ^  aod  HveraJ  eovBrnmeatc  have  found  it  AdWt' 
able  to  pfTjhibit  it*  uh  for  thia  parpoM. 


496 


SUBSTAXCES  ACTJXG  AtTBR  ABSOMPTIOS 


by  the  mouth.  Absorption  certainly  occurs  through  the  skin,  as  is 
pMived  by  the  ajwararioe  of  salicjiuric  acid  in  the  urine.  But  irrita- 
tion of  the  skin  is  liable  t/.  he  excited,  and  the  value  of  the  salicylates 
is  doubtful  in  these  disease?.  or  methox^methybalicjlate. 

has  been  intn:-iu'?ed  as  a  sultstitute  for  oO  of  wintergreen  in  external 
treatment,  but  has  no  advanta^  of  any  consequence  over  the  older 
druGT. 
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XXXm.    TOXINS  AND  ANTITOXINS. 

I'.xi'  '  art:-  a  .-vr^.s  i.  f  :  .  isor.s  whose  existence  has  been  recog- 
r.i/t-ii  i:.     «.»■:.:  ;  i.nr-  .i:.<i  ^U:i.5o  character  is  still  obscure,  but 

ilj'  v         Ii!:  .  -r  r  i:.  j  :  ;-..-t  in  medicine.    They  are  found  in 

iiuiiufii-  a:.ii  i:.  ^"v:.*-  ih»-  '.iji.r-r  i'la::ts.  and  have  proved  to  be  the 
r]j''ar;-f  l.y  v.  i;i.  i.  n:a:  v  ■■!  z::v  :iatin-.:t'nic  mico-organisms  act  in  the 
ti-.-ii(--.  T!i»  ir  r-Lfr:ii-  ;.!  cliara  -tf-T-  are  still  disputed,  and  none  of 
tii<'iii  ha*  *-  i'*  * ::  is'.»!;tt»xl  i:.  a:;  ar':^< 'lutoiy  pure  form,  as  no  means  has 
vft  l»f-*-n  I'.iir.ti  t..  ^eT-aratv  Tl;(  in  fr->ni  the  proTeins  of  the  ceUs  in  which 
t}i'-y  an.'  ;trr'«iii'.*-<l.  Mar.y  ('f-irr.  er>  are  disposed  to  regard  them  as  of 
prot*-ii[  chara'-t^T.  wljil*-  c-tiirr?  l.riievo  that  they  are  of  simpler  com- 
\ttt-m(.*u  ar.'l  nK-n  ly  attacheii  hy  phy-ioal  or  loose  chemical  bonds  to 
thf*  jirott.-in.s  '.vhich  af'Conjj<aiiy  tlit-m. 

'J'lif--*'  Tdxin.-i  are  anion::?:  tKr-  iiio^t  powerful  poisons  known,  but 
ulu  ii  iiiiiiiia].-:  are  treated  ^inaii  and  gradual!,v  increasing  doses, 
tlK-y  \tt:<-t'Uif'.  ill  susceptible  to  ann-unts  that  would  prove  fatal  to  an 
untrcatf'fl  control  animal,  and  finally  withstand  in  some  instances 
many  hundred  times  the  ordinarih-  fatal  dose.    This  acquired  bn- 
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munity  at  first  sight  resembles  the  tolerance  developed  for  morphine 
and  other  poisons,  but  is  different  in  character.  For  in  the  latter 
case,  the  brganism  no  longer  reacts  to  the  poison,  which  has  become 
one  of  its  usual  constituents,  ejtactly  as  a  fresh  water  organism  may 
slowly  be  rendered  tolerant  to  sea  water,  the  salts  of  which  are  gradu- 
ally added  to  the  fresh  water  and  come  to  form  part  of  the  normal 
environment  of  the  organism.  On  the  other  hand»  when  immunity 
to  a  toxin  is  acquired  by  repeated  administration,  the  organism  forms 
a  new  antagonistic  substance  known  as  antitoxin,  which  prevents  the 
toxin  from  having  any  effect  by  forming  a  loose  combination  with  It, 
which  is  innocuous,  Ehrlich  has  attempted  to  explain  the  formation 
of  antitoxin  in  bis  well-knottn  side-chain  h.v'pothesis  by  supposing  that 
toxins  combine  with  certain  components  of  the  liv^ing  cells  and  that 
the  organism  reacts  by  forming  those  components  in  excess  and  free- 
ing them  in  the  blood  serum.  When  toxin  is  jjijected  into  an  immune 
animal,  it  attaches  itself  to  these  bodies  in  the  blood  and,  its  affinity 
being  satisfied,  it  can  no  longer  become  linked  to  the  cells  as  it  would  in 
an  unprotected  animal:  the  poisonous  action  is  thus  prevented  because 
the  toxin  is  unable  to  combine  with  the  cells  on  which  it  ordinarily  acts. 
The  organism  forms  these  antitoxins  far  in  excess  of  what  is  necessary 
to  neutralize  the  quantity  of  toxin  administered.  And  this  excess  can 
be  obtained  by  bleeding  the  immune  animal  and  collecting  the  serum; 
and  when  injected  into  an  untreated  animal  thb  antitoxic  serum 
lends  it  a  certain  degree  of  immunity  to  the  subsequent  injection  of 
the  original  toxin.  The  use  of  this  antitoxic  senan  may  thus  pro- 
tect animals  from  the  toxin  of  a  disease,  provided  it  be  administered 
early.  After  the  toxin  has  reached  the  tissues,  antitoxin  is  of  less 
benefit  owing  to  the  damage  already  done,  and  the  later  the  antitoxin 
is  employed  the  less  beneficial  action  it  has.  Each  antitoxic  serum 
antagonizes  only  the  toxin  which  has  been  employed  in  its  production, 
and  affects  only  the  toxin  and  not  the  organism  which  may  have  pro- 
duced it.  For  example,  the  antitoxin  for  diphtheria  toxin  has  no 
influence  on  tetanus  toxin  and  is  powerless  against  the  diphtheria 
bacillus,  which  grows  readily  in  the  antidiphtheritic  serum.  On  the 
other  hand  diphtheria  toxin  has  no  effect  in  an  animal  protected  by 
an  efficient  dose  of  the  diphtheria  antitoxin.  Each  toxin  must  thus 
be  combated  by  the  corresponding  antitoxin,  and  the  infection  is  not 
antagonised,  but  only  the  poison  produced  by  the  organism. 

The  immunity  acquireti  by  treating  an  animal  with  a  toxin  (active 
immunity)  persists  In  greater  or  less  degree  for  many  months  or  yeara, 
hut  the  passive  immunity  given  by  the  injection  of  antitoxic  serum  is 
lost  comparativ  ely  soon  owing  to  the  destruction  and  excretion  in  the 
urine  of  the  antitoxin. 

The  antitoxic  sera  are  entirely  devoid  of  action  except  as  antidotes 
to  the  toxin,  provided  they  are  injected  into  animals  of  the  same 
species  as  that  from  which  they  are  obtained.  In  therapeutics,  animal 
serum  has  to  be  employ  ed  in  man,  and  occasionally  this  gives  rise  to  the 
symptoms  which  are  liable  to  arise  when  ordinary  serum  is  injected 
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rru:r.i  i-ji  ?u-'i  ti  *r;"iii5iiu-  iinc  uniocxb.  M^^sr  sac  ^^taamKOc  i«his 

lau-niim.  iii"^  Ti:  i>*n.»iH  T»sunr,  Tii?;  ik  im:  out  ic-  lis-  Ar^Tfiio-iiii 
bi  'Jir  "1  ■.izne*  iMiis^iranr  tr  in*  lursicL  flsiiUL.  ftiic  Art-  *iq-3ally 
Lt'»»»^  -  .  urfH»  Tn-L  laiimiL  aennt  a?^  (iii  ir  vrj'  uniL-iixSe  fcrac^:  is 

•"iriii.!£.  Till  LT*  si»!SETii:ie  t:  nm  asmzL:  i  35  AzcarM^lv 

!**n  tr.m  *-i»er  j»;h±i;r  'Oit  szcs  :t  JaagAgQin.  Wmil  a  foreicc 
xr:*!*!!:  «  i77i:iD«nia3J.7       iinr*~"E:ii:ii2arr.  "Uit  ^*.TTr-*i)  xfter 

fctou:  1:         Hiii'vr  Li  ^nruzrzna^  iensnr'^mese  i-:-  atj  snliseqixst 
:c  "iie  sl^H:  :r:c*!ii.    V*ry  qrT;i.T  ruiaiij;^!*  s»cSr»  To  cause 

f  r         ruri**-;*:!  "Uit  nf  viai  n7i«:ra:ff.  tcc'~<s  IaxaI  by  im- 
nrtifit"*  :c       :<r:ci:ij:u«.  •w^i*  jfib2f  v-  A=7i£j3i&.  Tfcis 

sttTiisri"  *ii^fs  li "  *77'  5:»?-=r»:  ::c  Tnc^dr  Aa£  jk;  zz  zxaz:  f«-  oaaziy 
y*skn  'it^TLi.':^  -Jir:r-x:i:«*.-  !iif*  ilis  t  zmcc  tsMS  coot  rmi^-ed 
ti*r.".T-!-.  ii'.t-w  i*tr-jr.  r^i"  ftiifcly  T»:cri:cip£  rj  &  <iM>:od  tmn&ent 
•wTJL  ij-.rst  5*!?^^=-  *^-*fz  trr^T  — iL-'j  T^irs       "wiL  sbc*-  »  mccioD  to 

rL-^'.riti.':*  ii  "lit  liiK  serx  *:  ia*>Km^  if  hccse  serum  has  been 

-•r^'-j:«UK."  "-^f  ::r  fh-iiberii  :c  L=.y  r-tr^Hr  r^rrow.  Ac^^iylaxis  is 
crl/  if:*r  I VI 4  £^7*-  n:  zhtz  rrr^fctai  ir^iecdons  may  be 

A-^r.  fr:ci  t'-O:--  :c  ^  *.:-r':-..  siKvr^  ciAy  also  be  specifi- 

C4!^y  'Arr.^r.vjiL  rtiiriizi  ibe-  zrpwiii  ci  tbe  bacillus 

iriL*:  5.'T*-:'L-z  "l-e  ^:xir.      &  kss  B-jt  these  may  be  better 

irei:-e£  :f  1:.     -.r-e:-.::-  -s^rii  lit  =i:r;ctH  cc  "^iich  they  act  and  by 

V.*}.^-  &  lic."^  L:  trei'.ei  "i'.h  ir-jecric':::*  of  gradually  incteasing 
Cf/^'.  r:  cij. rrii  v.iL'..  inn^-riity  to  this  poison,  and  its 

y:r.:;.  it  f' 'h  r.^ utralize  tr.r  c::e:C5  of  large  amounts  <rf  toxin 
'^.ir.'rr  a:.:rr.ci!*.  B!»i  U  "rher.  drawn  from  the  immunized 
:>jr-'r.  tr.^  :'rr;rr.  i=  aiio-  ^i  to  s^r^.-ite  ar.d  b  collected  in  sealed  tubes: 
v^.V-'r  h.T.zi:~J::A:f:  suih  as  c^rry acii  or  cresol  i;  added  to  preserx'e  it. 
T'r.*:  ?irr.'/ir-t  o:  ar-titoxir.  ir.  ar.v  s^r^  must  be  ascertained,  and  this 
i*  fi'jT'j:  hv  a:.i:xial  f:xi^rn^^.f:r.z.  :he  ar.::ioxin  unit  being  the  amount 
r*'r':';-'-ary  to  protect  ar;  ar.iir.al  a;:a:r.st  i'X*  times  the  fatal  dose  of 
to.rin  for  a  ^fuinoa-pig  of  2o"  G.  v.eijht.  The  antidiphtheritic  serum 
ih  tfiij-.  -j  Tit  out  standardizfrd  in  units,  some  preparations  containing 
]ff()  ui.'iVz  in  t\if:  CO.  and  others  as  many  as  oOO  or  even  500  units. 

Hkkcm  An'udifiithehicum  (U.  .S.  p.  .  Ar.tidiphtheritic  Serum,  or  Diph- 
theria Antitoxin,  thf;  serum  of  a  horse  or  other  large  domestic  animal  immuniaed 
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by  the  injection  of  dipbtheria  tojdn.  The  fluid  must  have  a  potency  of  at  kast 
250  units  per  milp  and  must  be  kept  in  sealed  glass  tubes  in  the  dark  and  at  a 
low  temperature.  It  is  a  yellowieh  fltiid,  often  slightly  turbid,  and  with  a  slight 
odor  of  an  antiseptic.  Each  tube  bears  a  label  gi\'ing  the  number  of  antitoxin 
uniU  contained^  the  date  at  whit^h  the  serum  waa  tested,  ami  the  date  beyond 
which  it  will  have  deteriorated  appreciably.  Average  hypodermic  dose,  10,000 
units;  prophylactic  dose,  1000  unita.  This  dose  may  be  repeated  after  twenty* 
four  hours  if  necessary.  Antitoxic  serum  slowly  loses  its  power  and  should  not 
be  used  if  more  than  a  year  old. 

The  antitoxin  of  the  serum  is  precipitated  alonf^  with  the  globulins  when 
such  neutral  saJts  as  ammoniura  sulphute  are  added,  and  the  precipitate  may 
be  redissolved  by  dialvzing  off  the  excess  of  salt.  In  this  way  a  more  con- 
centrated and  purer  solution  may  be  obtained;  and  many  such  preparations  are 
on  the  market  imder  such  designations  as  ^'concentrated,"  "purified,'*  or 
"refined"  diphtheria  antitoxin.  They  have  ihe  advantage  that  less  fluid  has 
to  be  injected  than  if  the  serum  is  used. 

SHHuiji  AwTTDiPHTHBRicrM  PuHiFiCATOM  (U.  9.  P,)> »  solution  ih  physiolo^oal 
salt  Bolution  of  antit-oxin,  each  mil  containing  250  units.  Dose,  the  same  as 
that  of  the  ordinary  serum. 

The  serum  may  Sje  dried  by  evaporation  at  low  temperature  without  losing  its 
ant i diphtheritic  properties,  and  in  this  form  it  has  less  tendency  to  deteriorate. 

Serum  Antidiphthbricum  Siccum  (U.  S.  P.)  is  prepared  from  either  the 
ordinary  serum  or  the  puritied  one  and  contains  4000  units  ]jer  gram.  It  is 
soluble  in  nine  parts  of  distilled  water  with  which  it  forms  an  opalescent  viscous 
fluid;  a  more  satisfactory  solution  is  formed  if  more  water  or  salt  solution  is 
used.  The  solution  must  be  used  at  once. 

The  use  of  this  serum  has  revolutionized  the  treatment  of  diph- 
theria, and  has  reduced  the  mortality  in  this  disease  to  about  one- 
third  or  less  of  that  prevailing  before  Behring  introduced  the  method 
in  1893*  The  symptoms  improve  within  24  hours,  the  course  of  the 
disease  is  cut  short,  and  there  is  not  the  fatal  tendency  to  spread  to  new 
surfaces  which  was  formerly  seen.  It  is  not  yet  determined  how  far 
the  diphtheria  paralysis  is  prevented  by  the  serum.  The  serum  has  no 
direct  action  on  the  bacilli  of  diphtheria,  but  it  antagonizes  the  toxin 
formed  by  them  and  thus  prevents  the  death  of  the  cells  on  which 
the  bacilli  are  growing;  these  protected  cells  then  overcome  the  invaders 
and  the  local  lesion  therefore  improves  rapidly. 

The  remedy  must  be  applied  immediately,  for  when  the  tissues  have 
been  exposed  to  the  toxin  for  some  time  the  antitoxin  has  much  less 
antidotal  effect.  For  example,  the  prognosis  is  about  four  times  as 
bad  if  antitoxin  is  injected  on  the  third  day  as  if  it  had  been  used  on 
the  second  day  of  the  disease.  It  is  also  efTective  as  a  prophylactic 
for  those  exposed  to  the  infection.  The  antitoxin  must  be  injected 
aubcutaneously  or  intramuscularly  in  large  quantities,  and  it  is  desirable 
to  have  a  serum  containing  a  large  number  of  units,  because  a  weak 
serum  can  only  be  effective  if  injected  in  large  doses,  and  these  tend  to 
induce  skin  eruptions  and  other  unpleasant  features.  Only  a  few  c.c. 
of  a  strong  serum  are  necessary,  and  these  do  not  contain  enough  of  the 
foreign  components  to  cause  these  symptoms.  In  severe  cases  the 
serum  may  be  injected  intravenously;  it  has  no  action  when  taken  by 
the  mouth. 
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SUBSTANCES  ACTING  AFTER  ABSORPTION 


Antitetaiius  Serum. 

The  tetanus  bacillus  forma  a  toxin  wliich  induces  powerful  tetanic 
spasms  from  an  action  on  the  spinal  cord  similar  to  that  of  strychnine. 
These  may  be  elicitett  by  the  injection  of  the  toxin  and  also  arise 
from  it3  absorption  from  wounds  infected  Tvith  the  bacillus.  An 
antitoxin  13  formed  by  immunizing  horses  in  the  same  way  as  the 
antitoxin  of  diphtheria  poison,  and  this  injected  into  animals  protects 
them  from  tetanus  toxin.  In  tetanus  infection  from  wounds,  however^ 
the  toxin  reaches  the  spinal  cord,  not  through  the  lymph  and  blood- 
vessels, but  by  travelling  along  the  nerve  fibres,  while  the  antitoxin 
circulates  in  the  blood  and  reaches  the  nerve  fibres  and  cells  with 
difficulty  (Meyer  and  Ransom).  There  is  thus  little  opportunity  for 
the  neutralization  of  the  toxin  except  that  circulatinR  in  the  blood,  and 
the  results  of  treatment  with  this  serum  are  inttch  less  striking  than 
those  of  the  antidiphtheritic  serum,  lint  if  the  serum  can  be  injected 
early,  before  the  spinal  cord  has  been  attacked  by  the  toxin,  its  effects 
are  specific,  and  it  is  therefore  used  as  a  prophylactic  in  cases  where 
tetanus  infection  is  probable,  and  with  the  best  results. 

The  antitetanus  serum  is  standardized  in  the  same  way  as  the  anti- 
diphtheria  serum  and  should  not  be  used  when  more  than  a  year  old. 

The  U.  S.  P.  contains  tetanus  antitoxin  in  three  forms  corresponding 
to  those  of  diphtJieria  antitoxin: 

Serum  Antitkt.vniclim,  the  serum  of  an  animal  immunized  against 
tetanus  toxin  having  a  potency  of  100  units  per  mil 

Serum  Antitktanicum  Purificatitm,  formed  from  the  first  prepara- 
tion and  of  the  same  strength. 

Skrum  Antitetanicum  SiccuM,  the  dried  serum  or  purified  serum^ 
containing  lOCK)  units  per  gram. 

The  pliarmacopoeia  recommends  as  an  average  dose  for  hypodermic 
injection  1U,0(XI  units  for  treatment  and  1500  units  for  prophylaxis. 
But  smaller  quantities  are  often  effective. 

Antimenin^tis  Serum. 

Cerebrospinal  meningitis  is  due  to  an  infection  with  Weichselbtuttt'i 

Diplococcus  intraceUularis.  and  a  serum  has  been  prepared  by  treating 
horses  with  the  toxins  of  these  organisms,  and  later,  when  a  partial 
immunity  has  been  reached,  by  infecting  them  with  the  living  microbes. 
The  serum  is  then  obtained  in  the  same  way  as  the  antidiphtheritic 
serum.  This  serum  has  been  injected  aubcutaneously  in  cerebrospinal 
meningitis,  but  the  best  results  are  obtained  by  its  injection  into  the 
spinal  canal.  Dose,  10^15  c.c.  or  more.  The  mortality  of  this  form  of 
meningitb  has  fallen  materially  since  this  treatment  was  instituted  by 
Flexner. 

Antivenm. 

The  poisons  secreted  by  the  poisonous  snakes  contain  toxins,  and 
an  antitoxic  serum  prepared  by  Calmette  has  been  termed  antivenin. 
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It  protects  aniinals  against  a  dose  of  snake  poison  which  would  other- 
wbe  be  fatal  and  has  also  been  used  with  success  in  snake  bite  In  man 
But  the  effects  of  snake  bite  manifest  themselves  so  rapidly  that  there 
is  not  the  same  opportunity  of  using  this  serum  as  there  is  in  the  case 
of  diphtheria,  and  it  is  found  that  the  scrum  is  unable  to  neutralise 
the  toxin  unless  they  are  injected  almost  simultaneously.  And  the 
poison  of  different  species  of  snakes  varies  in  ^imposition  to  some 
eJctent.  When  the  antivenin  is  available,  however,  its  injection  should 
certainly  form  part  of  the  treatment  of  snake  bite. 

Many  other  immune  sera  have  been  proposed^  but  as  yet  none  of 
them  have  been  generally  accepted  as  of  value. 

Toxins  are  also  found  in  a  number  of  the  higher  plants. 

Bicin  is  an  intensely  poisonous  albumin  found  in  the  seeds  of  Ricinus  com- 
mutm  along  with  castor  oU,  which  does  not  itself  contain  lhi3  prim-iple,  however. 
Eicin  is  poisonous  in  doses  of  about  r.^^  niilligrfkm  per  kiloi$r{i]i:i  body  weight 
injected  subcutaneously,  but  seldom  causes  any  aj'niptoma  when  swallowed, 
as  il  IB  apparently  destroyed  for  the  most  part  by  the  digestive  ferments.  Il 
is  thus  among  the  most  powerful  of  the  vegetable  puij^ous  when  it  is  injected 
Bubcutaiieously*  Death  often  occurs  only  several  days  after  the  injection  in 
animals,  and  in  the  inter^'a]  no  symptoms  make  their  appearance  except  some 
loss  of  appetite,  and  toward  the  end,  diairhoea  and  vomiting.  Post-mortemj 
the  bowel  is  found  inflamed  and  congested  and  contains  ecchjinosea;  blood 
is  found  in  the  serous  cavities,  and  extravasations  may  occur  in  various  other 
organs,  alihough  not  so  uniformly  as  in  the  bowel  Among  the  most  obvious 
lesions  are  the  innumerable  ecchymoscs  in  the  great  omentum  and  the  swelling 
of  the  abdominal  lymph  glands,  which  generally  contain  numerous  small  ba^mor-- 
rhagps.  Microscopical  examination  reveals  small  fot-i  of  necrosed  tissue  in  the 
Uver*  spleen,  intestine,  stomach,  and  other  organs.  Ricin  seems  to  be  excreted 
by  the  int-estkual  epithelium,  which  may  explain  the  violence  of  its  action  here, 
although  it  acts  as  a  poison  in  many  other  tissues.  It  is  a  powerful  irritant, 
inducing  inflammation  and  suppuration  when  it  is  injected  subeutaueously,  or 
is  applied  to  the  conjunctiva.  On  the  other  hand  it  has  little  or  no  irritant 
action  on  the  mouth  and  throat,  and  is  digested  and  rcmiered  harmless  in  tlie 
stomach.  The  mucous  membrane  of  the  nose  ifi  irritated  by  the  inhalation  of  the 
powder  in  many  persons.  This  to^albumin  has  a  very  characteristic  action  on 
the  blood.  \\'hen  a  drop  of  a  dilute  solution  is  added  to  a  test-tube  of  defibri- 
nated  blood,  the  corpuscles  soon  fall  to  the  bottom,  leaving  the  clear  t^rmn 
above^  and  the  blood  does  not  filter  through  paper  any  longer,  the  corpuscles 
all  remaining  on  the  filter,  the  serum  passing  through  colorless.  Thi&  is  due 
to  the  agglutination  of  the  red  cells,  wlJch  are  formed  into  maspes  and  thus 
fail  to  pass  through  the  pores  of  the  filter.  Fibrin  docs  not  seem  to  he  formed 
in  the  process,  as  was  at  one  time  supposed,  but  the  nature  of  tJie  cementing 
subst-ance  is  unkno^Ti.  Slillmark  supposed  that  ricin  formed  these  masses  of 
red  cells  in  the  bloodves^^b,  and  that  the  symptonis  were  due  to  the  emljoli 
resulting^  but  this  is  oertjiinly  incorrect,  for  the  blood  of  imnmne  animals 
reacts  in  the  same  way,  yet  these  are  not  poisoned  by  many  times  the  usual 
fatal  dose  of  ricin. 

Ehrlich  found  that  animals  rapidly  acquire  immunity  to  the  action  of 
ricin,  if  they  receive  for  sfjme  time  small  non-toxic  df>!#s.  Fronj  this  dis- 
coverj-  lia^  arisen  the  Ehrlich  sid(vchain  theory,  which  plays  euch  an  important 
rAlc  in  medicine  at  the  present  time.  By  gra<luaUy  increasing  the  daily  amount 
of  ricin,  rabbits  have  attained  an  immunity  of  5(KHI,  that  they  are  not 
affected  by  5000  timc^  as  much  ricin  as  would  have  killed  (liem  Imd  uo  pre- 
liminary treatment  been  instituted. 

Ricin  and  its  antitoxin  are  not  ueed  in  therapeutics,  but  ricin  lias  repeatedly 
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Kiven  riae  to  poiaoning^  from  the  beans  being  t^en  as  a  subsiitute  for  tiieoi 
Cnttle  have  also  beea  poisoned  by  being  fed  on  the  refuse  of  castor  oU  b«as 
after  the  otl  had  been  expressed. 

Another  vegetable  toxin  which  reaemblea  rloin  very  closely  in  its  effects  a 
Abdnt  which  is  obtained  from  the  aoeda  cif  Abrua  precatorius  or  jequihty. 
the  fnmiU&r  scarlet  and  black  beani,  which  arc  often  formed  into  neckkeea. 
Abrin  Qont&ina  two  poisons^  a  globulin  and  an  fllbumoae,  of  which  the  foniKr 
is  tlie  more  powerful.  It  induces  the  same  syniptotns  as  ricin,  but  is  leas  poison- 
oils,  and  iiiirnuiiity  can  be  acquired  in  the  same  way.  Animals  winch  are 
immune  to  ricin  are  not  more  resistant  to  the  actioa  of  abrin  than  othen, 
because  the  two  |>oiaoiia  form  different  aiktitoxins.  Abrin  or  jequirity  liis 
biHiti  used  s\&  an  irritant  to  the  eye  in  caa*oa  of  granular  lida  and  of  cornea]  opAcn 
tics.  It  causes  an  acute  inflamraation  wliich  improves  the  condttiou  iu  some 
cajMrs,  but  it  mmi  be  regarded  as  an  exceedin^^ly  dangerous  remedy,  as  the 
iuflunuiiation  is  entirely  beyond  the  control  of  the  surgeon.^  In  animals  the 
eyt;  13  often  completely  destroyed  by  the  application  of  abrin,  while  in  other 
experiments  enough  of  the  drug  is  absorbed  to  cause  fatal  poisoniriff. 

Crotin  is  another  toxin,  which  is  found  in  the  Croton  Tiglium,  but  whicb 
does  not  pass  into  croton  oil,  lb  is  lca9  poisonous  thaa  rictn  and  abrin,  but 
rcscniblo^  tliem  in  most  other  points,  except  that  it  does  not  cause  agglutina- 
tion of  tiie  blood  cells  of  certain  aiiiraals,  while  ricin  and  abrin  imve  this  effect 
in  all  kiiide  of  blood  hitherto  examined. 
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Benzoic  acid  possesses  almost  the  same  action  as  salicylic  acid 
the  l>ndy»  and,  like  it,  is  poisonous  only  in  comparatively  large  qua 
titles.  It  seetiis  to  be  equally,  or  according  to  some  observers, 
stnuifirly  antiseptic,  and  like  salicylic  acid  irritates  the  mucous  mem- 
branes, while  its  salts  are  practically  devoid  of  this  last  property. 
Rpnzoic  acid  is»  however,  apparently  less  stimulant  to  the  central 
nervous  system ,  and  the  characteristic  affections  of  the  bearing  and 
ai>;ht  have  not  l)ecn  observed  under  it* 

fn  man  very  lar^^  quantities  of  benzoic  acid  and  sodium  benzoate 
sometimes  produce  nausea  and  vomitings  the  vomited  matter  rarely 
Ihmii^'  tioj^iMl  with  blood.  A  certain  sedative  action  on  the  central 
ncr\'(ni3  system  is  niso  said  to  be  observed,  and  increased  expectora- 
tion of  nniciis  is  produced  in  cases  of  bronchial  irritation.   The  pulse 

somewhat  accelerated. 

In  the  do|i  tremors  and  convulsions  have  been  observed,  and  ataxia, 
imrt'si,'^  and  evetitually  complete  paralysis  of  the  limbs  and  trunk  follow, 
the  tctntxTJitnre  falls^  and  death  occurs  from  asphyxia.  The  heart  and 
n^spiratiott  arc  first  accelerated  and  then  slowed,  from  a  direct  action 
on  the  heart  arid  on  the  respiratory  centre.  Vomiting  occurs  when  the 
arid  or  the  siilt^  nr.'  i;ivcn  by  the  mouth.  Post-mortem  the  gast-rie 
tnncons  incuibrMiu'  luis  l)een  found  to  be  eroded  ^nd  ecchymosed,  even 
whrn  the  <mlts  or  acid  have  been  injected  subcutaneously  or  intra- 
venou?*ly,  m>  that  the  beuzoates  and  benzoic  acid  would  seem  to  have  a 
spci'itic  actirui  on  the  gfuitric  mucous  membrane  quite  apart  from  their 
irritant  ctTcc  t^i  when  applieil  locally. 

In  frtij;s  llbrillary  contractions  and  convulsions  are  observed,  fol- 
lowni  by  weakness  and  paralysis  of  tlie  spinal  cord.  Hiemorrhages 
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have  also  been  found  in  the  stomach  when  the  drug  was  injected  into 
a  lymph-aac. 

Benzoic  acid  (C#HiCOOH)  combine  with  glycocoll  in  the  body  to 
form  hippuric  acid  (C#HjCO — NHCHiCOOH),  which  is  excreted  in  the 
Urine;  this  synthesis  appears  to  oecur  in  the  kidney  and  other  organs. 
Some  of  the  benzoic  acid  escapes  in  the  urine  unchanged,  however, 
the  proportion  of  hippuric  acid  formed  apparently  varying  with  the 
general  health  and  the  condition  of  the  kidneys,  and  also  with  the 
dose  administered;  and  some  appears  to  he  excreted  in  combination 
with  glycuronic  acid  when  very  large  doses  are  administered.  The 
amount  which  is  formed  to  hippuric  actd  does  not  increase  significantly 
when  glycine  b  administered  along  with  benzoic  acid,  yet  the  glycine 
seems  to  lessen  the  tendency  to  convulsions  in  animals.  Traces  of 
benzoic  acid  are  found  in  the  saliva  of  the  dog  after  its  administration, 
but  it  does  not  seem  to  be  excreted  here  in  man.  In  birds  benzoic 
acid  13  excreted  by  the  kidneys  aa  ornithuric  acid  (CiiHa&NaO*),  from 
wliich  benzoic  acid  can  be  split  off,  leaving  ornithin.  Benzoic  acid 
often  increases  the  nitrogen  eliminated  in  the  urine,  so  that  in  these 
cases  it  augments  the  decomposition  of  the  proteins  like  salicylic  acid; 
in  other  investigations  no  material  change  has  been  obser\'ed,  probably 
because  the  benzoic  acid  was  changed  too  rapidly  to  hippuric  acid  to 
admit  of  its  action  on  the  metabolism  being  developed.  It  differs  from 
salicylic  acid  in  reducing  the  uric  acid  excretion.  Some  diuresis  occurs 
after  benzoic  acid,  and  the  acidity  of  the  urine  increases  in  the  same 
way  as  after  other  acids  which  do  not  undergo  combustion  in  the  tissues, 

CiniLamic  acid  {CJIs — CH  =  CH — COOH)  seems  to  resemble  bensiolc 
acid  in  it^  pharmacological  characters^  but  has  not  been  so  carefully 
examined.  It  increases  the  leucocytes  of  the  blood  and  the  uric  acid 
of  the  urine  to  a  marked  degree. 

PREPAElATlONfl. 

AciDUU  Benxoicuu  (U.  S.  P.^  B.  P.)  (CtHtCOOH)^  benzoic  acid  or  flowers 
of  benzoin,  forms  white  cr^'^la^  almost  odoiieaB,  with  a  worm  acid  taste,  very 
insoluble  in  water,  soluble  in  alcohol^  ether,  fixed  and  volatile  oils  and  in  alltaline 
solutiODa,  0.5  G,  (8  gra,);  B.  P.,  5-15  gra.,  in  powder  or  pill. 

Trochiscus.  Addi  Bmzoici  {B.  P.),  each  contains  \  gr. 

Sodii  BejtiO€u  (U.  S.  P.,  B.  P.],  easily  soluble  in  water.  1.0  G.  (15  gra.); 
B,  P,,  5-30  grs,,  in  solution. 

Amrmmi  Benzoaa  (U.     R,  B.  P.),  1.0      (15  grs.);  B.  P.,  ^15  gra. 

The  Balaams  are  mixture  of  re&iat  volatile  oLb,  benzoic  and  cinnamic  acida 
and  their  esters  and  small  quantitiea  of  other  aromatic  bodies. 

BeTUoijium  (U,  P.,  B.  P.)t  benEoin,  a  balsam  obtained  from  Styrax  Ben- 
zoin and  other  species,  varies  in  ita  composition  with  ita  place  of  origin^  but 
contains  much  less  cinnamic  acid  than  the  other  balsams.  1  G.  (!5  (^.). 

Sij/rax  (U,  S.  P.),  or  storax,  a  balsam  from  Liquidambar  orientalU,  contains 
resins,  cinn&mic  acid  and  ita  esters.   1  G.  (15  grs.). 

TmcTUBA  Beneodji  Composita  (U,  S.  P.,  B,  P.)  contains,  in  addition  to 
bensoLUt  storax,  aloes  and  balsam  of  Tolu,  and  wa^s  formerly  known  as  Bal- 
Bainuin  Traumaticum.  A  number  of  old  remedies  resembled  it  in  composition, 
6uch  as  Friar^  balsam,  Turlington's  balsam,  Jesuits'  drops,  etc.  2  mils  (30 
minfl);  B.  P.  30-fiO  mins. 


Balsamum  Pbruviavltm  (U-  S.  P.,  B.  P.),  Balsam  of  Peru,  a  balsam  obt-aiticd 
from  Toluifera  Fereiric  (U.  S.  P.)»  or  Myroxylon  Pereirs  (B.  P.},  containa  cin- 
namic  and  benzoic  acida  (traces)  and  their  esters,  and  resins.  Applied  externally^ 
either  alone  or  in  alcoholic  solution, 

BalsuTnum  Tolutanum  (U.  8.  P.,  B.  P.),  Balsam  of  Tolu,  a  balsam  obtained 
from  Toluifera  Balaamum  or  Myroxj'lon  ToIuiferum»  resembles  balsam  of  Penj 
in  composition,  but  contains  more  benzoic  acid.  1  G.  (15  grs.). 

Strupus  Tolutanus  (U.     R,  B.  P.),  15  mils  (4  fl.drs.);  B.  P.,  30-60  mius. 

Tinctura  Tolni^na  {V.  B.  P.,  B,  R),  2  mils  (30  mins,);  B,  P.,  30-60  mins. 

Therapeutic  Uaos. — Benzoic  acid  and  its  sodium  salt  have  been  sug- 
gested as  antiseptics  and  seem  to  be  quite  as  satisfactory  as  salicylic 
acid,  but  have  never  been  widely  employed.  Benzoin  and  the  balsam 
of  Peru  are  used  extensively  m  parasitic  skin  diseases,  especially  in 
scabies.  Internally  the  benzoates  have  been  employed  as  substitutes 
for  salicylic  acid  in  acute  rheumatism,  but  have  not  proved  efficient. 
Sodium  ben?:oate  has  been  administered  as  an  intestinal  disinfectant 
and  as  an  antiseptic  and  slight  irritant  in  diseases  of  the  genito- 
urinary tract,  such  as  cystitis  and  gonorrhoea.  It  was  formerly  sup- 
posed that  benzoic  acid  lessened  the  uric  acid  excretion  and  dissolved 
the  uric  acid  deposits  in  the  bladder  and  tissues  by  forming  hippuric 
acid,  but  this  is  now  recognized  to  be  erroneous,  and  the  treatment  of 
gout  and  other  diseases  based  on  this  theory  may  be  considered  obsolete. 
Ammonium  benzoate  has  been  given  to  increase  the  acidity  of  the 
urine,  but  is  not  so  efficacious  as  the  acid  sodium  phosphate- 

Benzoic  acid  is  still  used  as  an  ingredient  in  expectorant  mixtures, 
in  which,  however,  it  is  generally  prescribed  as  the  compound  tinc- 
ture of  benzoin,  or  as  one  of  the  Tolu  preparations.  It  is  said  to  be 
beneficial  in  cases  Ib  which  the  mucus  is  tenacious  and  is  coughed 
up  with  difficulty.  The  syrup  of  Tolu  may  be  regarded  simply  as  a 
flavoring  ingredient,  for  it  contains  too  little  of  the  balsam  to  have  any 
other  effect, 

Balaam  of  Peru  and  pure  cinnamic  acid  have  been  administered  by  hypo- 
dermic and  intravenous  injection  and  by  the  mouth  in  pulmonary  tuberculoeja, 
in  the  belief  that  they  would  induce  irritation,  inflanmiation  and  subsequent 
cicatrization  of  the  tubercular  nodules,  but  there  is  no  reason  to  suppose  that 
they  have  any  such  effect,  and  the  treatment  has  never  advanced  beyond  tlie 
experiijietital  stage. 

When  the  balsams  are  administered  in  large  quantities,  the  addition  of  an 
acid  to  the  urine  ia  followed  by  the  formation  of  an  abundant  precipitate  in 
some  cases,  and  this  haa  given  rise  to  the  belief  that  they  tend  to  irritate  the 
kidneys.  The  precipitate  appears  to  be  not  albumin  but  the  resin  in  n^oat 
cases,  howeverj  for  it  is  dissolved  by  the  addition  of  alcohol. 
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XXXV.    SOME  IVQNOR  POISONS. 

1,  NitrobeiuEol  Compotmds. 

The  niirflbetiiol  txnUes  arc  chiefly  of  interest  because  they  ha\*e  often  givets 
riae  to  poiboiung  of  late  years  from  their  use  &a  eKplosives^  in  chejiiical  manu- 
factures, and  to  flavor  alcoholic  hquora.  They  are  readily  absorbed  from  the 
skin  and  serious  symptoms  have  foliowed  the  wearing  of  clothing  dyed  with 
them.  In  man  nitroberuEol  causes  a  grayish-blue^  cyanotic  oolor  of  the  skin 
and  visible  niucous  membranes,  often  with  niiuaea,  vomiting,  great  mu&cular 
weakness,  marked  dyspnoea^  delirium,  and  some  convulsive  movetrietitg  of  the 
face  and  jaws,  less  frequeuUy  of  the  whole  body.  Total  uncoiisciouanesa  and 
coma  are  followed  by  arrest  of  the  respiration. 

These  effecta  are  due  in  part  to  changes  in  the  blood,  in  part  to  central 
nervous  action,  in  which  stimulation  and  paralysis  seem  to  follow  one  another. 
The  blood  found  of  a  chocolate-brown  color,  and  some  of  the  red  cells  are 
either  deformed  or  entirely  destroyed.  Examined  with  the  spectroscope,  meth^e- 
moglobin  is  very  often  found  in  it,  while  in  other  cases  an  abeorption  line  is 
observed  between  the  yellow  and  the  red,  which  doea  not  seem  to  eorreflpond 
to  that  of  any  of  the  ordinary  hemoglobin  products,  and  has  therefore  been 
called  the  nitrobenKol-htemoglobin  line.  The  blood  contains  a  much  Bmaller 
amount  of  oxygeD  than  normally,  in  some  cases  only  1  per  cent,  instead  of 
17,  and  artificial  respiration  or  even  shaking  the  blood  in  air  fails  to  oxidize  it 
further,  as  the  combination  of  nitrobenzol  and  hssmoglobin  seema  to  be  incapable 
of  absorbing  03ir>^geti.  Similar  changes  may  be  produced  in  venous  blood  out- 
side  the  body  by  shaking  it  with  liitrobenzol.  These  changes  in  the  blood  are 
the  cau^e  of  the  cyanosis,  and  the  imperfect  oxidation  of  the  tissued  leads  to  the 
appearance  of  a  number  of  abnormal  products  in  the  urine,  such  as  hsmato- 
porph>TiJi.  In  animals  a  gastro-intestijml  catarrh  is  almost  confliantly  produced 
unless  the  intoxication  is  very  acute,  and  this  occurs  even  when  the  poison  is 
inhaled  or  injertcd  subcutaneously. 

Metadinitrobensol  {C»Hi{NOi)i)  has  repeatedly  given  rise  to  poisoning  in 
the  manufacture  of  the  modern  explosives,  such  as  roburite  and  securite.  In 
action  it  resembles  tiitrobenzol,  but  is  more  poisonous,  and  the  gastric  s^mp 
toms  are  more  marked.  Amblyopia  and  jaundice-like  coloration  of  the  skin 
often  occur  from  prolonged  exposure  to  this  poison. 

Picric  Acid  {C«UtOn(NOi)i)  is  an  irritant  to  the  skin  and  mucous  mem- 
branes, and  in  large  doses  causes  vomiting  and  often  anuria  and  strangury. 
A  characteristic  symptom  is  the  yellow,  icteric  color  of  the  skin  and  mucous 
membranes,  which  is  due,  not  to  true  jaundice,  but  to  the  staining  of  the  epi- 
thelium by  the  acid.  It  produces  this  coloration  when  taken  internally,  and 
itching  is  often  complained  of,  and  some  eczema  or  erythema  has  been  ob- 
served. Violent  convulsions  occur  sometimes,  in  other  cases  collapse.  The 
nnne  is  yellow  or  red^  and  contains  some  casts  but  httle  or  no  albumin,  and  no 
bile^  the  absence  of  the  last  serving  to  diagnose  the  intoxication  from  jaundice. 
Picric  acid  tends  to  destroy  the  red  cells  of  the  blood  in  animals,  but  no  marked 
diminution  of  these  has  been  observed  in  man.  It  '\a  excreted  as  picnunic  acid 
(CtH,OH.NHi(NO,),)  in  the  urine. 
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2.  Toluylendiamine, 

ToluylcQdianiiQe  (CalliCHiCNlIj)!)  liJis  never  been  used  in  therapeulica, 
but  it  Is  of  importance  from  the  light  which  it  has  thrown  on  some  forma  of 
jaundice.  Stauelniaim  found  timl  ita  administration  in  dogs  produced  the 
typical  symptoms  of  icterus,  wliile  in  cats  the  icterus  was  less  marked,  but 
very  large  cjuantitics  of  hsemoglobin  were  excreted  in  the  urine.  The  expla- 
nation of  tJm  action  is  the  destractiou  of  the  red  cells  iu  the  bbod,  which  leads 
in  the  dog  to  the  formation  of  large  amounts  of  bile  pigments  in  the  hver.  Some 
of  this  pigment  is  reabsorbed  from  the  bile  vessels  and  leads  to  typical  jaundice. 
The  absorption  is  promoted  by  a  curious  increase  in  the  mucus  secretion  of  the 
bile  ducts,  which  renders  the  bile  more  viscous,  and  by  thus  delaying  its  evacua- 
tion into  the  intestine  favors  its  absorption  into  the  blood.  This  increased  mueiia 
formation  is  believed  to  be  due  to  the  action  of  the  poison  on  the  secretory  cella 
of  the  larger  bile  ducts.  The  formation  of  bile  pigment  from  hasmoglobin 
liberates  large  quantities  of  iron,  which  seems  to  be  stored  in  the  liver,  epleea, 
and  hone  marrow.  In  the  cat  the  haemoglobin  is  not  eo  largely  formed  into 
bile  pigment,  but  escapes  in  the  urine.  In  both  animals  some  melhaemoglobin 
is  probably  formed.^  According  to  Joannovics  and  Pick  the  htemolysia  is  not 
directly  due  to  the  toluylendiamine,  but  is  the  result  of  bodies  formed  in  the 
liver  under  the  action  of  the  poison. 
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3.  Bensol. 

BenKol,  or  benzene,  is  much  less  poisonous  than  its  hydroxyl  compounds, 
but  may  give  rise  to  symptotus  resembling  those  of  phenol  when  it  is  inhaled 
in  large  quantities.  It  was  at  one  time  suggested  as  a  general  aneesthetic, 
but  the  preliminary  excitement  is  much  greater  than  that  seen  in  the  use 
of  chloroform  or  ether,  and  partakes  much  more  of  a  convulsive  character, 
"^ven  after  unconsciousness  and  anaesthesia  is  attained^  the  characteristic 
uscular  tremor  of  the  aromatic  compounds  continues.  In  some  animals  it 
produces  violent  and  prolonged  eonvulaiona,  with  only  partial  loss  of  sensa- 
tion, and  even  large  quantities  do  not  cause  the  complete  relaxation  of  the 
muscles  requisite  for  surgical  operation.  It  seems  to  have  little  or  no  irri^ 
tant  action  on  the  alimentary  canal  or  kidneys  in  animals,  and  i^  excreted 
in  part  by  the  kidneys  as  phenol  double  sulphate,  in  part  unchanged  by  the 
lungs, 

Santcaaon  states  that  lueinorrhagea  occur  very  frequently  in  fatal  poisoning 
in  man,  and  found  the  same  result  in  experiments  on  rabbits;  he  ascribes  it 
to  fatty  degeneration  of  the  arterial  waSls,  which  was  well-marked  in  most 
of  hia  experiments.  A  number  of  cases  of  fatal  intoxication  are  on  record, 
some  of  them  arising  from  the  drug  being  swallowed  by  suicides,  but  most  of 
them  from  the  accidental  inhalation  of  large  quantities  in  india-rubber  factories. 
Animals  exposed  to  betizol  vapor  do  not  seem  to  absorb  enough  to  be  seriously 
poisoned,  but  when  it  is  injected  aubcutaneoualy  or  applied  over  a  lar^e  skin 
area,  it  proves  fatal  to  them.  It  has  recently  been  noted  that  in  beBaol  poisoning 
a  marked  fall  in  the  number  of  the  leucocytes  of  the  blood  occurs  and  this  has 

^  A  eom^what  flimilAr  actioD  foUows  the  BdmioutratiQn  of  CephaiAQthio,  the  «ctiva 
prinnipli]  of  Ci^phfllanthitui  accjdentalifi,  BuLton-buah  oi-  Swamp  do^waod  (Mohrberx)^  Bitid 
of  the  Alkaltiida  of  Bevcrnl  apeciei  of  Senepip  aucb  &b  ra^wart  »iid  ErguDdseL 
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sugj^ested  the  use  of  benzol  in  some  forma  of  leucsemta;  a  diniiniition  in  tha 
white  edk  follows  and  the  general  symptonia  show  a  correspoEiding  improve- 
ment. It  is  too  soon  to  sta-te  how  far  the  treatment  leada  to  permanent  relief^ 
or  how  long  it  may  be  continued. 
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4.  Phlorhuin, 

Phlorhizin  is  not  used  in  therapeutics,  but  has  attracted  some  attention 
from  ita  efFecta  in  animals,  and  may  therefore  be  mentioned  shortly.  It  is 
a  glycoside  (CiiHitOis  -j-  2HtO)  found  in  the  rootbitrk  of  the  apple,  i>ear^  cherry 
and  plum  tree.  When  given  in  large  quantities  by  the  mouth  it  sometimes 
causes  aome  diarrhoea  in  animals,  but  apart  from  this  its  oid3'  effect  is  (^lycoauria, 
which  also  follows  Us  injection  aubcutaneously  or  intravenously.  The  urine 
ia  found  to  contain  5-15  per  cent,  or  even  more  of  sugar,  sometimea  along  with 
acetone  and  oxybutyric  aeid,  so  that  the  intoxication  seems  at  first  sight  to 
resemble  diabetes  mellitus  in  man  very  closely.  Phlorhi^in  induces  the  same 
results  in  man,  and  the  glycosuria  ia  not  accompanied  by  any  other  symptom 
g(;!nera]1y.  It  differs  from  true  diabetes,  however^  in  the  fact  that  the  sugar 
of  the  blood  is  not  increased  in  amount.  The  glycosuria  is  not  due  to  any  change 
in  the  general  metabolism  of  the  body,  thereforet  but  to  some  alteration  of  the 
renal  epithelium,  by  which  the  blood  sugar  escapes  into  the  urine,  instead  of 
being  retained  in  the  body  and  used  as  a  source  of  energy.  This  haa  been 
definitely  proved  by  2unt2^  who  showed  that  when  phlorhiziu  was  injected  into 
one  renal  artery^  the  urine  secreted  by  the  corresponding  kidney  contained 
sugar,  while  that  from  the  other  remained  normal  for  some  time.  As  the  avail- 
able sugar  is  drained  off  in  the  urine,  the  tissues  rapidly  manufacture  more  and 
pour  it  into  the  bloods  As  long  as  sufBcient  food  ti>  given,  the  loss  of  sugar  does 
nat  seem  to  entail  any  increase  in  the  destruction  of  the  protein  tissues,  but  when 
phlnrhizm  ia  given  to  starving  dogs,  the  waste  of  sugar  has  to  be  made  up  froin 
the  tissues,  and  the  nitrogen  of  the  urine  accordingly  rises  in  amount,  while  at 
the  same  time  the  liver  cells  become  infiltrated  with  fat  globules.  The  statement 
that  the  sugar  of  the  milk  is  increased  by  phlorhizin  has  proved  to  be  incorrect. 

Glycosuria  may  be  maintained  for  an  indefinite  time  if  the  admijiistration  of 
phlorhizin  be  continued,  and  animals  recover  rapidly  when  the  treatment  is 
stopped.  The  glucostde  is  probably  excreted  in  the  urine  unchanged,  although 
this  fias  not  been  quite  aatisfact-orily  demonstrated  as  yet.  Phlorhizin  may  be 
decomposed  into  a  sugar,  phlorose,  and  phloretiu,  which  also  induces  glycosuria, 
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XXXVl.  SOPIUM  CHLOEIDE  AND  WATER, 

The  most  typical  example  of  saJt^action  13  presented  by  chloride  of 
sodium,  for  this  salt  is  always  present  in  large  quantities  in  the  body, 
and  has  practically  no  specific  action;  the  stxlium  and  chluride  tons 
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are  ordinary  and  necessary  constituents  of  the  fluids  of  the  body. 
The  action  of  this  salt  is  therefore  limited  to  the  alteration  in  the 
physical  properties  of  the  fluids,  which  its  presence  in  excess  or  in 
limited  amount  induces.  In  the  same  way  the  action  of  water  is  due 
only  to  its  diluting  the  body  fluids  and  lessening  their  osmotic  pressure, 
and  it  may  therefore  be  described  along  '^^  ith  that  of  salt. 

Most  of  the  tissues  hitherto  examined  in  regard  to  this  point  have 
proved  permeable  by  both  the  Na  and  CI  ions,  but  in  every  case 
there  is  a  certain  amount  of  resistance  oiTered  so  that  the  presence  of 
salt  in  the  fluid  round  a  cell  ahvays  prevents  water  from  diffusing 
freely  into  the  interior:  sodium  chloride  solution  exerts  osmotic 
pressure  on  the  cell.  The  molecular  weight  of  common  salt  being 
small,  the  osmotic  changes  induced  by  it  are  greater  than  those  induced 
by  an  equal  weight  of  most* other  salts,  because  a  larger  number  of 
molecules  exist  in  each  gramme.  It  also  dissociates  into  its  two  ions 
more  readily  than  many  others,  and  this  lends  it  still  greater  osmotic 
power. 

A  common  example  of  the  osmotic  action  of  salt  is  seen  in  Its  use 
to  preserve  meats  from  putrefaction,  which  it  accomplishes  by  with- 
drawing the  fluids  of  the  meat,  and  thus  rendering  it  dry  and  hard 
and  imsuitable  for  the  growth  of  microbes. 

Ill  the  same  way  the  Red  Blood  Corpuscles  shrink  in  si^  when  they 
are  placed  in  a  solution  of  salt  which  is  stronger  than  the  blood-plasma 
{h>'j>ertonic) »  because  the  water  is  withdrawn  from  them*  In  dilute 
(hypotonic)  solution,  on  the  other  hand,  or  in  water,  they  swell  up 
because  they  absorb  water,  while  in  solutions  of  the  same  osmotic 
pressure  as  the  plasma  (isotonic)  they  remain  unaltered  in  size. 
When  water  is  absorbed  into  the  corpuscles,  they  swell  up  and  burst, 
and  the  hsemoglobin  diffuses  into  the  surrounding  liquid. 

Muscle  is  aifected  in  a  similar  way,  strong  salt  solutions  withdraw- 
ing fluid  from  it,  while  weaker  ones  are  absorbed,  and  both  tend  to 
destroy  its  vitality  in  a  longer  or  shorter  time.  In  isotonic  salt  solu- 
tioiu  on  the  other  hnnd,  muscle  preserves  its  irritability  for  many 
hours.  Strong  salt  solutions  irritate  exposed  Nerves  from  the  with- 
drawal of  their  fluid  contents,  and  on  the  other  handj  distilled  water 
first  irritates  and  then  paralyzes  them. 

These  changes  are  undoubtedly  due  to  the  imperfect  pemiettbiUty  of  the 
cells  by  the  aodium  and  thloride  ions,  and  as  regards  the  red  blood  corpupcleg, 
it  is  definitely  known  that  sjilt  penetrates  them  with  the  greatest  difficulty, 
if  at  all,  and  the  changes  induced  in  them  hy  solutions  of  different  concentration 
BJid  by  water  are  due  to  the  alteration  of  their  fluid  contents  only.  If  this  were 
true  for  all  cells,  the  isotonic  solution  would  preserve  them  in  a  normal  con- 
dition until  they  slowly  perished  for  want  of  ojcygen  and  from  exhausttoti  of 
their  reserv  e  of  food,  but  this  is  found  not  to  be  the  case,  for  muscle  suspended 
in  isotonic  solution  often  develops  a  niore  or  lesa  rhythmical  seriea  of  con- 
tractions^ while  the  frog's  heart  ceases  to  beat  after  a  liine  when  it  is  perfused 
with  isotonic  salt  solution ,  although  it  has  not  exhausted  its  energy  entirely. 
Similarly  some  ova  and  fish  living  in  sea  water  die  if  they  are  put  in  a  solution 
of  sodium  chloride  isotonic  with  sea  water,  while  they  live  much  longer  in  did- 
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tilled  water.  It  is  obvious  that  in  these  ix^taoces  no  chunge  in  the  distribution 
of  the  fluids  can  occur,  for  the  osmotic  presaure  of  the  Quid  is  unchanged.  In 
other  words  the  death  of  these  aniiiiflls  in  pure  salt  solution  is  due,  not  to  the 
pbysical  action  of  the  salt  (salt  aelion),  but  to  the  sodium  ion  exercising  a 
deleterious  effect  on  them.  This  deleterious  action  may  be  neutralized  by  the 
addition  of  traces  of  salts  of  calcium  or  of  some  other  bivalent  elements,  while  the 
monovalent  kations  have  less  antagonistic  effects  (Loeb),  In  the  natural 
environment  of  li^'ing  cells  both  sodium  and  calcium  are  present,  so  that  the 
toxic  effect  of  sodium  (see  Calcium)  can  scarcely  be  observed  except  when  small 
masses  of  tissue  are  thoroughly  washed  with  sfiU  solution;  as  far  as  the  higher 
animals  are  concerned,  then^  salt  mi^y  be  regarded  as  indifferent  in  itaelf  and  as 
acting  only  through  changing  the  distribution  of  the  fluids.  And  as  isotonic 
solutions  have  no  osmotic  action,  they  are  entirely  inert> 

Water  or  very  dilute  salt  solutions  penetrate  into  the  superfici&l 
cells  of  the  Sldn,  which  therefore  become  swollen  and  softened.  Con- 
centrated solutions,  on  the  other  hand,  rather  tend  to  draw  fluid  frora 
the  surface  cells»  and  this  along  w^ith  the  passage  of  salt  into  tUecn^ 
causes  some  mild  irritation.  Neither  salt  nor  water  is  absorbed  into 
the  circulation  through  the  skin  in  mammals.  A  much  greater  ab- 
sorption into  the  superficial  tissues  occurs  on  less  protected  parts» 
such  as  the  cornea,  which  becomes  white  and  clouded  when  strong 
salt  solutions  are  applied  to  it.  Similarly,  either  pure  water  or  strong 
salt  solution  causes  considerable  pain  and  smarting  in  the  nasal  passages, 
or  in  wounds,  from  the  disturbance  of  the  normal  relation  of  salt  and 
fluid  in  the  surface  cells.  Isotonic  solutions,  on  the  other  hand,  cause 
no  pain. 

In  the  Mouth  salt  has  a  characteristic  taste,  and  strong  solutions  act 
as  astringents  here  and  in  the  throat.  In  tlie  Stomach  its  action  is 
very  much  like  that  on  other  mucous  membranes,  hypotonic  solutions 
causing  swelling,  while  hy{>ertomc  solutions  cause  a  witlidrawa!  of 
fluid  and  a  shrinking  of  the  cells.  This  withdrawal  of  fluid  and  im- 
bibition of  salt  may  set  up  such  irritation  as  to  induce  vomiting. 

The  digestion  in  the  stomach  does  not  always  seem  to  be  improved 
by  salt  in  the  food,  for  even  small  quantities  have  been  found  to  lessen 
the  acidity  of  the  gastric  juice,  and  the  amount  of  albuminous  food 
absorbed  from  the  alimentary  canal  in  animals  is  but  little  altered 
when  salt  is  added  to  the  food.  It  is  very  possible,  however,  that  a 
small  quantity  of  salt  in  the  food  renders  it  more  palatable  in  many 
instances,  and  thus  increases  the  reflex  flow  of  the  gastric  juice.  (Com- 
pare Simple  Bitters.)  Dapper  finds  tliat  the  hydrochloric  acid  of  the 
stomach  is  increase(l  in  some  persons  and  diminished  in  others  by 
mineral  waters  containing  common  salt  as  their  chief  ingredient.  These 
waters  have  no  effect  on  the  secretion  directly,  then,  but  may  alter  it 
by  changing  the  nutrition  of  the  gastric  mucous  membrane,  or  by  arous- 
ing secretion  reflexly  by  their  taste. 

Salt  solutions  are  Absorbed  little  in  the  stomach,  largely  in  the 
boweU  but  considerable  difference  of  opinion  exists  as  to  the  means 
by  which  this  is  accomplished.  An  attempt  hag  been  made  to  explain 
absorption  by  the  action  of  the  known  physical  processes,  such  a3 
diffusion,  osmosb  and  filtration,  but  these  seem  quite  inadequate 
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without  the  assumption  that  there  is  a  constant  tendency  for  fluids 
and  for  some  salts  to  pass  inward  from  the  lumen  of  the  bowel. 
This  tendency  may  be  opposed  or  strengthened  by  the  osmotic  pres- 
sure. Thus  hypotonic  solutions  and  water  are  absorbed  rapidly, 
because  here  not  only  is  the  natural  flow  inward,  but  the  osmotic 
current  is  in  the  same  direetioUi  the  fluid  being  of  lower  osmotic 
pressure  than  the  blood  ^rum.  In  solutions  of  equal  osmotic  pres- 
sure with  the  blood  serum  the  absorption  is  slower,  because  here  the 
natural  flow  alone  is  active,  while  hypertonic  solutions  are  still  more 
slowly  absorbed  or  may  even  be  increased  at  first f  because  the 
osmotic  pressure  acts  in  the  opposite  direction  from  the  natural  flow. 
Accordingly,  while  hypotonic  and  isotonic  solutions  disappear  rapidly, 
the  absorption  of  the  stronger  solutions  may  be  preceded  by  a  period 
in  which  the  fluid  of  the  bowel  actually  increases,  water  diffusing  into 
it  from  the  blood.  At  the  same  time  the  salt  is  being  absorbed  and 
the  solution  eventually  becomes  isotonic  and  is  absorbed. 

The  Blood  and  Lymph  are  in  turn  affected  by  these  processes*  When 
hypotonic  solutions  pass  into  the  blood  from  the  boweh  the  proportion 
of  solids  and  liquid  is  of  course  changed  and  fewer  corpuscles  and  less 
solid  matter  are  found  in  the  cubic  millimeter  than  normally  (hydra^- 
raia).  On  the  other  hand,  when  strong  salt  solutions  in  tlie  bowel 
cause  the  effusion  of  fluid,  the  blood  becomes  more  concentrated  than 
in  ordinary  conditions.  After  the  reabsorption  of  the  fluid,  the  normal 
balance  of  plasma  and  corpuscles  must  be  restored,  and  to  effect  this 
currents  are  set  up  between  the  blood  and  the  fluid  of  the  surrounding 
lymph.  These  currents  have  been  investigated  by  the  injection  of  salt 
solutions  directly  into  the  bloody  and  not  by  their  absorption  from  the 
bowelj  but  the  processes  probably  resemble  each  other  in  their  chief 
features.  When  the  blood  is  rentiered  hypertonic  by  the  injection  of 
strong  salt  solution,  the  lymph  at  once  begins  to  pour  into  the  blood- 
vessels by  osmotic  attraction  and  this  leads  to  hydnemta  and  increased 
capillary  pressure,  the  arterial  tension  remaining  UEiclianged,  This 
augmentation  of  the  cajiillary  pressure  in  turn  induces  a  flow  of  lymph 
from  the  bloodvessels  into  the  lymph  spaces. 

The  flow  of  lymph  from  the  bloodvessels  is  therefore  first  dimin- 
ished in  amount  by  the  presence  of  salt  in  the  intestine  and  blood  and 
then  increased  again  by  the  high  capillary  pressure.  This  intercbange 
between  the  blood  and  lymph  is  continued,  because  as  the  salt  is  ex- 
creted by  the  kidneys  and  other  excretory  glands,  a  continual  variation 
in  the  osmotic  pressure  of  both  blood  and  lymph  occurs. 

The  details  of  the  changes  between  the  blood  and  lymph  under  the 
action  of  salt  and  water  are  still  obscure,  but  there  is  no  question  that 
the  absorption  of  either  of  these  leads  to  an  augmentation  of  the  normal 
exchange  of  these  fluids.  In  particular,  it  is  still  undecided  wliether 
the  cells  of  the  vessels  possess  a  secretory  function  similar  to  that  of 
the  secretory  glands»  or  whether  the  whole  process  may  be  attributed 
to  variations  of  osmotic  pressure  and  filtration. 

The  changes  in  the  blood  and  lymph  are  followed  by  an  increased 
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activity  of  the  Excretory  Orgaiu.  Thus  the  urine*  is  much  augmented 
by  the  injection  of  salt  solution  into  the  blood,  less  so  by  the  absorp- 
tion of  water  or  salt  solution  from  the  stomach  and  bowel .  The  presence 
of  salt  or  water  in  the  blood  in  excess  leads  to  increased  interchange  of 
water  between  the  tissues  and  blood  and  the  latter  becomes  diluted, 
that  is,  contains  a  lower  percentage  of  colloids  than  normally.  This 
reduces  the  osmotic  resistance  to  filtration,  so  that  a  more  abundant 
flow  occurs  through  the  glomerular  caf>sule  into  the  tubules.  Here 
water  and  salt  are  absorbed  in  certain  definite  proportions;  if  the  salt 
is  present  in  the  filtrate  in  higher  proportions  than  normally,  it  is 
rejected  by  the  epithelium  of  the  tubules  and  finds  its  way  into  the 
ureters,  while  if  the  proportion  of  salt  is  low,  some  of  the  water  fails 
to  be  taken  up  and  similarly  passes  out  as  urine.  The  increased  glom- 
erular filtrate  contains  more  urea,  phosphates  and  other  constituents 
which  are  not  absorbed  in  the  tubules^  and  the  amount  of  these  in  the 
urine  is  thus  increased^  though  their  percentage  may  fall.  Cow  has 
recently  pointed  out  that  when  water  is  injected  intravenously  or  hypro- 
dermically^  it  has  little  diuretic  action;  this  arises  from  the  cells  of  the 
blood  and  subcutaneous  tissues  at  once  taking  up  the  water^  so  that 
it  disappears  from  the  circidating  fluids,  to  which  it  is  only  restored 
slowly  and  gradually. 

When  very  large  amounts  of  isotonic  salt  solution  are  thrown  into 
the  blood,  the  organism  may  have  difficulty  in  excreting  it  rapidly 
enoughp  and  the  tissues  are  therefore  found  to  be  swollen  and  oederaa- 
tous  in  some  parts  of  the  body. 

When  salt  solution  is  injected  into  the  serous  ca\'ities  or  into  the 
lymph  spaces,  absorption  occurs  in  the  same  way  as  from  the  alimen- 
tary canal,  except  that  in  the  case  of  the  serous  cavities  diffusion  seems 
to  play  a  greater,  and  the  other  forces  a  smaller  rfile,  than  in  the 
stomach  and  intestine. 

The  administration  of  large  quantities  of  fluid,  either  as  water  or 
as  diUite  salt  solution,  might  be  expected  to  have  some  effect  on  the 
general  Tissue  Change,  through  the  increased  movement  of  the  lymph 
flushing  out  the  cells  and  leading  to  a  more  complete  removal  of  the 
waste  products.  As  a  matter  of  fact,  some  increase  in  the  nitrogen 
and  sulphur  eliminated  in  the  urine  has  been  observed  under  the  use 
of  large  quantities  of  water,  but  it  is  impossible  to  estimate  at  present 
how  far  this  may  be  due  to  the  diuresis  alone;  in  any  case  the  increase 
is  not  by  any  means  so  large  as  is  often  believed,  as  it  only  amounts 
to  some  5  per  cent,  or  less.  Any  salt  solution  causing  an  acceleration 
in  the  movement  of  the  fluids  of  the  body  must  tend  to  facifitate  the 
excretion  of  the  waste  products  in  the  same  way,  but  some  recent 
investigations  indicate  that  in  addition  salt  tends  to  alter  the  protein 
metabolism  through  acting  directly  on  the  cells;  this  action  is  so 

)  Tbe  loUowiog  expluiatian  of  the  diureni  ifl  bued  upon  the  theory  thftt  all  the  con< 
atitueats  of  tbe  urine  tire  filtered  ofl'  by  the  ^oiticrulus.  iind  thAt  vome  ot  tfaem,  nottibly 
much  of  tbfl  fluid  and  the  alkali  chJoridee,  nra  nkbAorbod  m  pasdns  through  the  Lubul«a. 
8m    Secretion  of  the  Unne,"  1917, 
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slight,  however,  that  the  resulting  change  in  the  nitrogen  eliminated 
is  concealed  by  the  increase  caused  by  the  more  complete  flushing 
and  diuresis.  The  amount  of  proteins  and  fats  absorbed  from  the 
alimentary  tract  does  Dot  appear  to  be  altered  by  the  administration 
of  large  amounts  of  water  (Edsall)* 

Strong  jsalt  solutions  injected  into  animals  either  hypodermically  or  intra* 
venously  aometiines  prove  fatal,  apparently  from  the  withdrawal  of  fluid 
from  the  central  nervous  system.  The  symptoms  in  mimimaU  are  increasing 
lassitude  and  weakness^  with  augmented  reflex  excitability^  tremors,  and  finally 
convubionfi.  Tlie  circulation  is  oiJy  slightly  affected  until  just  before  deaths 
when  the  blood-pressure  falls  suddenly.  The  red-blood  cells  are  found  to  be 
much  shrunken,  and  hscmorrhages  are  found  in  different  organs;  the  lungs 
are  octJematous^  and  the  intestinal  mucous  membrane  is  swollen  and  congested. 

The  Salts  of  the  Urine  are  increased  by  diuresis  from  any  cause,  as 
has  been  stated;  both  sodium  and  potassium  are  augmented,  but  espe- 
cially the  sodium*  which  is  present  in  larger  proportions  in  the  plasma 
and  therefore  forms  a  larger  constituent  of  the  glomerular  secretion. 
This  increase  in  the  sodium  salts  is,  of  course,  particularly  marked 
when  diuresis  is  induced  by  common  salt,  but  when  potassium  salts 
increase  the  urine,  the  sodium  also  generally  predominates  in  it  and 
this  would  eventually  lead  to  the  loss  of  all  the  soflium  in  the  blood 
of  herbivora,  whose  food  contains  large  quantities  of  potassium;  but 
after  a  certain  amount  of  sodium  has  been  lost,  potassium  causes  no 
further  excretion »  so  that  the  tissues  are  protected  from  the  total  loss 
of  sodium  chloride,  which  would  be  fatal  to  them. 

Bunge  states  that  in  both  man  and  animals  a  diet  rich  iii  potassium  causes 
an  appetite  for  common  salt,  wlxile  a  diet  which  does  not  contain  an  exceaa 
of  potassium  doe-s  not  develop  this  desire.  Thus  herbivorous  animals  and  agri- 
cultural peoples  seek  for  salt,  because  vegetable  foods  contain  large  quantities 
of  potassium,  while  the  carnivora  and  the  hunting  peoples  require  no  salt  and 
often  have  a  distaste  for  it,  owing  to  their  food  containing  a  larger  relative 
proportion  of  sodium  salts.  This  instinctive  appetite  he  regards  as  a  means 
tiy  which  nature  protects  the  tissues  from  excessive  loss  of  sodium.  Some 
doubt  has  reeently  been  thrown  on  this  explanation  of  the  desire  for  salt  by 
Lapicque,  who  discovered  some  African  races  living  on  vegetable  substances 
alone,  and  using  the  ashes  of  the  plants,  which  contain  more  potassium  than 
Bodium,  as  civilized  peoples  use  ordinary  salt.  He  hdds,  therefore,  that  salt 
ia  merel}'  of  value  aa  a  flavoring  agent. 

Therapeutic  Uses.— Water  and  salt  are  rarely  or  ne\  er  prescribed  as 
such,  but  are  used  to  a  very  large  extent  in  medicine^  and  great  virtues 
have  been  ascribed  to  them  in  a  number  of  pathological  conditions. 

They  are  used  for  their  local  action,  and  for  the  supposed  alterations 
in  the  tissue-change  and  in  the  excretions  produced  by  them  after 
their  absorption  into  the  blood.  In  general,  patients  are  sent  to 
watering  places  and  baths,  and  the  success  of  the  treatment  is  to  a 
considerable  extent  due  to  the  climatic  conditions,  the  change  iu  the 
habits  of  life,  the  dietetic  treatment  and  the  rest  from  everyday  occu- 
pations. At  the  same  time  the  dritiking  of  large  quantities  of  weak 
salt  solutions,  and  the  constant  bathing  in  somewhat  irritating  fluids, 


SODIUM  CHLORIDE  At^D  WATER 


S13 


may  exercise  a  therapeutic  action  in  many  cases,  and  may  at  any  rate 
aid  the  hygienic  conditions.  Whether  the  water  contains  salt  or  not, 
it  must  be  remembered  that  in  bathing  the  action  is  a  purely  local  one» 
for  neither  the  salt  nor  the  water  is  absorbed.  The  slightly  irritant 
effect  on  the  skin  may^  however,  improve  its  circulation  and  nutrition, 
and  thereby  be  efficacious  in  some  skin  diseases.  By  continued  use 
the  sensitiveness  of  the  skin  vessels  to  heat  and  cold  may  also  possibly 
be  deadened.  The  changes  in  the  metabolism  induced  by  bathing  in 
strong  salt  solution  are  merely  trifling  in  extent,  and  there  is  no  reason 
to  suppose  that  the  bathing  in  itself  has  any  therapeutic  value  what- 
ever. The  efficacy  of  the  treatment  in  bathing  places  is  due  to  the 
dietetic  regimen,  the  change  in  climate  and  other  factors,  which  are 
popularly  supposed  to  be  merely  accessory  features.  Special  baths 
are  very  frequently  recommended  for  some  diseases,  but  it  must 
be  remembered  that  the  action  is  due  to  the  salt;  the  greater  the 
concentration,  the  greater  is  the  effect  on  the  skin,  and  it  is  of  no 
importance  which  of  the  neutral  salts  is  in  the  solution,  or  whether 
small  traces  of  iron  or  other  metals  are  present;  alkaline  baths  act 
more  on  the  skin  than  others. 

In  diseases  of  the  stomach  the  drinking  of  large  quantities  of  water 
or  of  weak  salt  solutions  may  also  be  beneficiah  The  action  is  similar 
to  that  on  the  skin — a  mild  irritation,  owing  to  the  swelling  of  the 
more  superficial  cells  of  the  epithelium  and  the  increased  movement 
of  the  fluid  in  them  and  in  the  deeper  layers,  In  some  cases  of 
insomnia  hot  water  sometimes  causes  sleep,  probably  by  causing  dila- 
tation of  the  gastric  vessels,  and  thereby  withdrawing  the  blood  from 
the  brain. 

In  many  diseases  in  which  the  symptoms  point  to  a  disorder  of  the 
metabolism,  water  and  salt  solutions  are  ad^'ised.  Thus  gout  and 
rheumatism  are  frequently  treated  by  sending  the  patient  to  watering 
places,  on  the  theory  that  the  tissues  are  washed  out  thoroughly 
and  the  waste  products  thus  removed.  As  a  matter  of  fact,  the  more 
recent  work  in  this  direction  shows  that  large  quantities  of  water  and 
dilute  salt  solutions  have  little  or  no  effect  on  the  uric  acid  excretion, 
which  was  formerly  believed  to  be  much  diminished.  This  fact  does 
not  necessarily  involve  the  inference  that  the  treatment  is  erroneous, 
for  it  is  now  generally  ret*ognized  that  gout  is  not  really  due  to  the 
failure  of  the  uric  acid  excretion.  Many  cases  are  unqu^tionably 
benefited  by  the  springs,  although  it  may  be  questioned  how  much 
of  the  improvement  is  due  to  the  water  taken,  and  how  much  of  it 
ought  to  be  ascribed  to  the  changed  conditions  of  life. 

The  bath  treatment  has  been  recommended  for  numerous  diseases 
in  which  the  salt  and  water  could  not  possibly  have  any  beneficial 
action,  and  in  which  the  remedial  a^ent  is  the  climate,  and  perhaps 
the  faith  of  the  patient  in  the  water.  Belief  in  the  healing  power  of 
certain  natural  waters  is  one  of  the  most  ancient  of  all  therapeutic 
theories,  is  found  among  altogether  uncivilized  |)eopIes,  and  has  been 
incorporated  in  many  religions.  It  is  not  to  be  wonderetl  at  that  iu 
33 
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some  nervo\i5  disorders  the  faith  of  the  patient  and  auto-suggestioa 
perform  some  man^elous  "cures." 

In  obesity  the  drinking  of  some  waters,  such  as  those  of  Kissbgen 
and  Homburg,  has  been  advised-  These  waters  contain  from  0.2-L4 
per  cent,  so<iium  chloride,  and  it  seems  very  doubtful  if  they  have  any 
effects  in  themselves;  many  hold  that  the  benefits  accruing  from  the 
treatment  arc  really  due  to  the  hygienic  measures  followed,  and  that 
the  waters  play  only  an  insignificant  role. 

Salt  in  solid  form  or  in  strong  solution  is  used  occasionally  as  an 
emetic  in  cases  of  emergency,  as  in  poisoning,  and  generally  produces 
vomiting  rapidly,  owing  to  the  irritant  action  on  the  stomach-  In 
nitrate  of  silver  poisoning  it  arrests  the  corrosive  action  by  the  forma- 
tion of  the  insoluble  silver  chloride. 

Salt  solution  is  often  used  instead  of  water  in  enemata  and  when 
concentrated  possesses  an  irritant  action  on  the  bowels  producing 
peristalsis.  Strong  solutions  are  sooietimes  thrown  into  the  rectum 
to  destroy  thread  worms. 

Isotonic  salt  solutions  (0.6-0.9  per  cent.)»  are  often  administered 
when  the  body  has  lost  much  fluids  as  they  are  rapidly  absorbed  and 
are  devoid  of  irritant  action;  thus  in  hiemorrhage  these  solutions 
arc  injected  subcutaneously,  intravenously,  or  per  rectum.  A  rapid 
improvement  in  the  circulation  follows,  and  this  has  gi^en  rise  to 
the  erroneous  opinion  that  such  saline  infusions  stimulate  the  heart 
directly  as  well  as  by  the  mechanical  effect  of  the  increase  in  the  fluids 
of  the  body;  this  tJieory  has  led  to  infusions  being  made  in  weakness 
of  the  heart  from  other  causes  than  hfemorrhage*  Some  of  the  symp- 
toms of  cholera  are  believed  to  be  due  to  the  loss  of  fluid,  and  these 
are  said  to  be  relieved  by  the  injection  of  salt  solutions^  though  the 
mortality  does  not  seem  materially  altered.  The  intravenous  and  sub- 
cutaneous injection  of  salt  solution  has  been  recommended  in  uraemia 
and  similar  intoxications,  with  the  idea  of  washing  out  the  poisons 
through  the  kidneys;  tlie  same  results  can  often  be  obtained  by  drink- 
ing large  quantities  of  water* 

In  the  U.  S.  P.  physiological  salt  solution  (Liquor  Sodii  Chloridi 
P hi/it wlogiciht)  contains  0.85  per  cent,  of  salt  in  freshly  distilled  water, 
and  the  solution  must  be  sterilized. 

The  istonic  salt  solution  ordinarily  employed  for  hsemorrhage  and 
other  purposes  is  inferior  to  the  Ringer's  solution,^  which  contains  the 
other  salts  of  the  alkalies  in  approximately  the  proportions  in  which 
they  are  found  in  the  plasma;  for  excised  organs  live  for  many  hours  in 
this  balanced  solution,  w^hile  they  lose  their  vitality  rapidly  in  an  istonic 
solution  of  sodium  chloride,  llie  presence  of  lime  salts  is  particularly 
important. 

The  water  which  is  used  to  dissolve  the  salts  must  be  recently  dis- 
tilled and  kept  aseptic;  otherwise  the  fluid,  if  injected  intravenously 

'  Bingcr^B  BolutJon  Kultable  for  mammalB  containB  S.5  G.  NaCL,  0.3  G.  KGl,  0,2  G, 
Ma  HCO*.  luid  0.2  G.  CnCIt  in  a  liter  of  diBlillcd  water. 
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or  hypodermiraily,  is  liable  to  cause  fever  symptoms  from  die  presence 
of  toxic  substances  derived  from  dead  bacteria. 

Ringer*s  solution  or  sodium  chloride  solution  injected  intravenously 
dilutes  the  blood  plasma  and  lessens  its  osmotic  resistance  to  filtration, 
and  the  whole  of  the  injected  fluid  quickly  passes  out  of  the  vessels 
into  the  tissues  and  the  urine.  If  the  object  aimed  at  is  to  wash  out 
the  tissues,  Ringer's  solution  is  suitable,  but  if  it  is  desired  to  retain 
the  fluid  in  the  vessels  (for  example,  after  profuse  hfiemorrhage),  some 
substance  which  offers  greater  resistance  to  filtration  must  be  added* 
Bayliss  has  advocated  the  addition  to  the  bjeetion  fluid  of  6  per  cent, 
gum  acacia^  which  has  the  effect  of  retaining  the  fluid  in  the  vessels 
longer  and  also  of  giving  it  the  same  viscosity  as  the  plasma.  Clinical 
observations  show  that  this  new  fluid  possesses  advantages  over  Ringer's 
sohition  in  hpemorrhage  and  shock. 

Ringer's  solution  is  used  in  surgery  to  wash  out  the  peritoneal  cavity, 
which  would  be  injured  by  distilled  water. 

According  to  a  recent  view,  the  retention  of  sodium  chloride  in  the 
tissues  may  lead  to  the  retention  of  fluid  and  may  thus  tend  to  cause 
oedema  and  dropsy.  These  conditions  have  therefore  been  treated 
by  a  diet  containing  a  low  proportion  of  salt,  and  in  a  certain  number 
of  cases  with  some  success. 
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XXXVn.  POTASSIUM  SALTS. 

The  efTects  of  potassium  in  the  organism  can  best  be  studied  by 
administering  the  chloride,  as  the  CI  ion  is  practically  devoid  of  action 
and  the  symptoms  induced  by  potassie  chloride  must  therefore  be  due 
either  to  the  **salt>action"  or  to  the  potassium.  The  salt-action  can 
be  discounted  by  comparing  the  symptoms  with  those  of  an  isotonic 
solution  of  scMjium  chloride,  and  when  this  is  done  it  is  found  that 
potassium  has  a  distinctly  poisonous  action,  which  is  chiefly  manifested 
in  depression  of  the  central  nervous  system  and  of  the  heart. 
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III  the  frog  the  central  action  is  shown  by  the  spontaneous  move- 
ments becoming  weak  and  slowly  performed,  and  by  their  completely 
disappearing  much  earlier  than  in  sodium  chloride  experiments.  In 
mammals  the  chief  nervous  symptoms  are  pfreat  muscular  weakness 
and  apathy.  The  respiration  becomes  rapid  and  labored,  probably 
from  the  antemia  of  the  centre.  Mathison  states  that  potassium  first 
increases  the  activity  of  the  spinal  centres  and  then  paralyzes  them  in 
mammalst  hut  this  is  concealed  by  the  depres9ion  of  the  heart  when  the 
dru^  is  injected  intravenously. 

The  depression  of  the  heart  is  shown  in  the  frog  by  weakness,  slow- 
ness and  irregularity  when  chloride  of  potassium  is  injected  subcu- 
taneouslyj  but  is  more  clearly  demonstrated  by  the  rapid  failure  of 
an  excised  heart  when  a  chloride  of  potassium  solution  is  perfused 
through  it.  An  isotonic  solution  of  common  salt  also  brings  the  heart 
to  standstill  after  a  time,  but  potassic  chloride  acts  very  much  more 
quickly,  and,  in  fact,  the  former  may  restore  the  heart  beat  after  it 
has  been  stopped  by  potassium,  which  proves  conclusively  that  the 
latter  has  a  specific  poisonous  action  in  addition  to  any  salt-action. 
Ringer,  however,  found  that  the  beat  of  the  frog's  heart  perfused  with 
a  solution  of  common  salt  was  not  so  satisfactory  as  that  of  one  per- 
fused with  the  same  solution  to  which  some  potassic  salt  had  been 
added,  probably  because  when  the  fluid  perfused  contains  no  potassium, 
some  of  the  salts  of  that  metal  diffuse  out  of  the  muscle  cells  and  this 
disturbs  the  ratio  between  the  potassium  and  sodiura  which  is  necessary 
to  life, 

Tlie  mammalian  heart  is  also  injured  by  the  action  of  potassium 
when  the  salt  is  injected  intravenously,  as  is  shown  by  weakness  and 
dilatation,  slowness  of  the  pulse,  heart  block,  and  finally  by  ventricular 
fibrillation  not  infrequently;  the  blood-pressure  falls  abruptly  from  this 
action  on  the  heart,  which  appears  to  be  a  direct  one  on  the  muscle,  the 
inhibitory  mechanism  not  being  involved.  The  poisonous  action  nf 
potassium  on  the  heart  has  given  rise  to  exaggerated  apprehensions  of  the 
danger  of  using  its  salts  in  therapeutics,  and  it  may  therefore  be  noted 
that  potassium  has  no  eft'cct  on  the  heart  when  given  by  the  stomach, 
and  that  very  much  larger  quantities  of  potassium  are  taken  daily  in 
the  food  by  thousands  of  persons  than  are  ever  prescribed  in  medicine. 
Bunge  estimates  the  amount  of  potassium  in  the  food  of  some  classes  at 
50-H>0  grms.  {]\  3  oz,)  per  day.  Melt/er  has  recently  shown  that  the 
magnesium  salts  are  much  more  poisonous  than  those  of  potassium,  yet 
magnesium  sulphate  is  often  employed  in  doses  of  i^l  oz.  without 
deleterious  effects.  The  absence  o'  effects  from  the  potassium  ion  when 
the  salts  are  taken  by  the  mouth  is  due  to  their  rapid  excretion  in  the 
urine.  In  practical  therapeutics  the  potassium  salts  may  be  regarded 
as  equivalent  to  the  corresponding  sodium  ones  except  when  they 
are  injected  intravenously. 

The  failure  of  the  heart  is  the  cause  of  death  in  mammals  when 
potassium  .salts  arc  injected  into  a  vein,  the  respiration  and  the  reflexes 
often  persisting  for  a  few  seconds  afterwards.  When  potassium  salts  ar 
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injected  into  an  artery^  so  that  they  can  reach  the  peripheral  vessels 
before  the  heart,  they  cause  marked  vasoconstriction  with  an  abrupt 
rise  In  the  bloo(l-pres5ure;  this  action  appears  to  he  a  direct  one  on  the 
walls  of  the  arterioles  for  the  most  part,  though  it  is  possible  that  this 
is  reinforced  by  stimulation  of  the  medullary  and  spinal  vasomotor 
centres  (Mathison). 

Potassium  has  some  action  on  muacle  in  the  frog,  the  pontraction  seeming 
to  [ye  someft'hut  greater  in  height,  though  shorter  in  len^h,  and  there  being 
leas  lenden*?y  to  contracture.  Muscle  exposed  in  a  solution  of  potaaaic  chlo- 
ride dies  very  much  sooner  than  in  an  isotonic  solution  of  sodium  cliloridc. 
Unstriated  muscle  suspended  in  a  solution  of  potaasium  chloride  undergoes 
contraction,  which  may  be  removed  by  replacing  the  potassium  with 
sodium. 

Chloride  of  potassium  has  also  some  depressant  action  on  the  peripheral 
nerves,  for  they  lose  their  irritability  rapidly  when  they  are  exposed  to  ii6 
solutions.  A  concentrated  solution  applied  to  an  expo^  nerve  causes  con- 
tractionfl  of  the  muscles  which  are  supplied  by  it^  but  these  are  weaker  and 
last  a  much  shorter  time  than  those  elicited  by  a  similar  solution  of  couunun 
salt.  This  is  explained  by  the  depressant  action  of  the  potassium  opposing 
the  irritation  which  it  induces  through  its  aalt-action. 

The  ab^rption  of  pota^ium  saita  is  followed  by  the  same  changes  tti  the 
movements  of  the  fluids  of  the  body  as  have  been  described  in  the  case  of  sodium 
chloride  (page  510).  This  generally  results  in  diuresia  with  an  increase  in 
the  pota^ium  and  the  sodium  and  chloride  in  the  urine.  The  potassium  salta 
are  generally  credited  with  greater  diuretic  properties  than  those  of  sodium. 
Strong  solutions  of  potassic  chloride  are  said  to  be  more  irritnting  to  the 
stomach  and  also  in  the  subcutaneous  tissues,  than  those  of  sodiuin  cttloridc; 
this  would  indicate  that  potassium  has  a  specific  irritant  action  apart  from  lis 
salt-action^  which  is  not  unlikely,  although  it  cannot  be  said  to  have  been 
demonstrated  satiafactorily  as  yet. 
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Uthiom,  Caesitun,  Rubidium. 

In  regard  to  the  action  of  the  rarer  alkalie^s,  Lithium,  Cesium  and  Hubid- 
iimi/  comparatively  tittle  is  known.  They  seem  to  have  some  effect  in  depres- 
smg  the  spinal  cord  in  the  frog,  but  it  is  uncertain  whether  this  is,  like  the 
action  of  sodium  chloride,  merely  due  to  the  presence  of  large  quantities  i>f 
salts  in  the  body,  or  whether  they  have  a  specific  action  on  the  nerve  cells. 
Lithium  seeins  to  have  some  further  depressant  action  on  the  motor  nerveSf 
and  to  weaken  the  muscular  contraction.  It  acts  much  less  ix>werfuny  on 
the  mammalian  heart  than  potassium,  but  has  some  effect  in  weakening  it, 
Ita  chief  effeets  are  exercised  in  the  alimentary  tract,  for  gastro-enteritis  and 
extravasationB  of  blood  into  the  stomach  and  bowel  are  induced  by  its  sub^ 
cutaneous  or  intravenous  injection  and  these  arc  the  cause  of  death  in  fatal 

■  The  ftill  rarer  metak  Yttriuia,  Erbiumt  Berylliua].  Didymium  sod  LaQthftQum  havr 
■ciirc«ly  feooiv«d  ^xamiDatioD  t^xc-pt  bC  the  hftoda  of  Brunton  and  CMh,  »£id  mr«  not  of 
sufficient  importaooc  to  require:  further  tDentton  hrre. 
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poi&amiig  in  animals.  Such  violent  elTecU  are  leas  easily  elicited  by  the  ad* 
ministration  of  lithium  by  the  mouth,  though  vomiting  jxnd  purging  have 
been  caused  in  animals  by  this  method  also,  and  disturbance  ol  the  aEimetitury 
tract  hassometimoa  foUo^'ed  from  lithium  treatment  in  man.  Some  of  the  lithium 
is  excreted  in  the  bowelj  and  in  this  respect  this  metal  appears  to  form  a  con- 
trast to  potassium  and  sodium  and  to  resemble  rather  the  group  of  alkaline 
earths,  Moat  of  it  appears  in  the  urine,  however,  and  here  the  excretion  is 
slow,  for  traces  may  be  found  in  it  for  many  days  or  even  weeks  after  a  single 
administration. 

Rubidium  seems  to  act  on  the  frog's  heart  and  on  muscle  cells  in  much  the 
same  way  as  potuijaium*  It  is  slowly  excreted  by  the  kidneys;  traces  are  found 
also  in  the  fjpces,  especially  if  diarrhcea  occurs,  as  is  not  infrequently  the  case, 

Cfpsium  resembles  hthium  in  causing  inflammatory  reactions  in  the  alimen- 
tary tract,  leading  to  vomiting  and  diarrhoea,  when  it  is  injected  hypoder- 
miuaily  or  when  large  doses  are  given  by  the  mouth.  It  is  partly  ejccrete'd  along 
the  alimentary  tract  in  mummals.  In  the  frog  it  induces  weakness  of  the 
muacles  and  paralysis. 
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XXXTOI,  AMMONIUM. 

Although  ammonium  is  not  a  metal,  its  behavior  in  the  body  resembles 
\n  many  points  that  of  the  fixed  alkalies,  and  it  may  therefore  best 
be  studied  along  with  them.  The  solutions  of  ammonia  and  tlie  gas 
itself  are  strongly  alkaline  and  therefore  powerful  irritants,  and  the 
general  action  of  the  ammonium  ion  can  be  determined  only  by  the 
examination  of  those  of  its  salts  in  which,  as  in  ammonium  chloride,  the 
effects  of  the  anion  can  be  neglected.  The  action  of  chloride  of  ammcn 
nium  is  due  to  the  specific  action  of  the  base  and  to  the  salt-action. 

Action^— Its  most  striking  effect  is  the  stimulation  of  the  Central 
Nerraus  System,  which  is  induced  when  it  is  injected  subcutaneously 
or  intravenously.  The  reflex  irritability  is  much  increased,  and  this 
may  be  followed  by  tetanic  convulsions,  both  in  frogs  and  mammals. 
These  convulsions  persist  after  division  of  the  cervical  spinal  cord 
and  destruction  of  the  medulla  oblongata  and  brain,  and  are  evidently 
caused  by  changes  in  the  spinal  cord,  similar  to  those  met  with  in 
strychnine  poisoning.  The  medullary  centres  are  also  involved,  for 
the  respirat  on  very  often  ceases  for  a  moment,  and  then  become 
very  much  accelerated,  and  in  some  instances  deeper,  from  stimulation 
of  the  centre. 

The  blood-pressure  rises  from  contraction  of  the  peripheral  arte- 
rioles, induced  by  stimulation  of  the  vasomotor  centre,  while  the  heart 
is  sometimes  slowed  from  increased  activity  of  the  inhibitory  centre, 
but  is  said  to  be  accelerated  in  other  cases;  whether  this  arises  from 
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action  on  the  cardiac  muscle  or  on  the  accelerator  centre  is  still 
unknown. 

During  the  convulsions  the  respiration  is  arrested  and  the  blood* 
pressure  becomes  extremely  high.  If  large  enough  quantities  be  in- 
jectedj  the  stimulation  is  followed  by  paralysis  of  the  central  nervous 
system  and  the  animal  dies  of  asphyxia,  but  if  arti6cial  respiration 
be  carried  on,  it  recovers  rapidly,  from  the  salt  being  eliminated. 

In  the  frog  ammonium  chloride  tends  to  paralyze  the  terminations 
of  the  Motor  Nerves,  but  little  or  no  such  action  is  met  with  in  mam- 
mals. This  marked  curara-Uke  action  difTerentiates  the  ammonium 
tetanus  of  the  frog  from  that  seen  under  strychnine,  as  the  spasma 
last  a  shorter  time,  and  soon  became  weaker,  from  the  impulses  failing 
to  reach  the  muscles  through  the  depressed  terminations.  The  Mosclea 
themselves  are  also  acted  on  by  ammonium  in  much  the  same  way  aa 
by  potassium.  Ammonium  chloride  is  generally  credited  with  acting 
on  tlie  Secretions  of  the  stomach  and  of  the  bronchial  mucous  mem- 
brane, which  it  is  said  to  render  more  fluid  and  less  tenacious,  and  at 
the  same  time  to  increase  considerably*  It  may  also  have  some  effect 
in  relaxing  the  bronchial  muscle. 

Ammonium  salts  penetrate  moBt  cells  of  the  body  more  freely  than 
the  salts  of  the  fixed  alkalies,  and  solutions  of  ammonium  chloride  are 
therefore  abaorbed  more  rapidly  from  the  stomach  and  intestine  than 
those  of  sodium  or  potassium  chloride.  They  permeate  into  the  blood 
cells  with  still  greater  freedom^  and,  in  fact^  solutions  of  the  chloride 
of  ammomum  meet  with  little  more  resistance  in  entering  the  red- 
blood  corpuscles  than  does  distilled  water.  If  ammonium  be  combined 
with  a  non-permeating  ion  it  penetrates  the  blood  cells  or  the  intestinal 
epithelium  with  difficulty,  however^  so  that  the  sulphate  of  ammonium 
is  slightly  cathartic,  although  less  so  than  the  sulphates  of  the  fixed 
alkalies.  (See  Saline  Catliartics.)  The  epithelium  of  the  lungs  has  been 
stated  to  be  impermeable  by  the  ammonium  ion,  but  this  has  been 
disputed,  and  it  is  stated  that  aomionium  convulsions  may  be  caused 
in  animals  by  the  gas  absorbed  by  the  lungs  (McGuigan)* 

When  anmionium  salts  are  taken  by  the  mouth*  they  haye  little  or 
no  tendency  to  cause  symptoms  from  either  the  central  nervous  system 
or  the  heart.  No  case  is  known  in  which  convulsive  attacks  could  be 
shown  to  be  due  to  the  direct  action  on  the  central  nervous  system  in 
man,  and  it  is  very  doubtful  whether  the  circulation  is  affected  at  alL 
In  some  cases  of  poisoning  with  ammomum  hydrate,  convulsions  have 
occurred,  but  these  seem  to  be  due  to  the  violent  irritation  caused  by 
the  strong  alkali. 

EzcretiaiL^Some  of  the  ammonium  salts  are  excreted  unchanged 
in  the  urine,  while  other  are  changed  to  urea.  This  transformation, 
which  probably  takes  place  in  the  liver  chiefly,  proceeds  very  rapidly, 
so  that  considerable  quantities  of  some  salts  may  be  injected  slowly 
into  a  vein  without  inducing  any  symptoms  whatever.  In  the  herbiv- 
ora,  urea  is  formed  whatever  salt  of  ammonia  is  injected,  but  tn  the 
carnivora  and  in  man  this  is  true  only  of  the  carbonate  and  the  saltJ 


whicli  are  oxidized  to  the  carbonate  In  the  body,  such  as  the  acetate 
and  citrate.  The  explanation  seems  to  be  that  in  the  herblvora  the 
abundant  fixed  alkali  of  the  blood  and  tissues  displaces  the  ammonium 
of  such  salts  as  the  chloride,  and  the  carbonate  of  ammonium  thus 
formed  Is  changed  to  urea.  In  the  carnivora  and  man,  the  supply  of 
fixed  aLkali  being  less  abundant,  the  ammonium  chloride  is  not  changed 
to  the  same  extent,  but  is  excreted  as  such  in  the  urine.  In  the  herbiv- 
ora  the  administration  of  ammonium  chloride  is  therefore  followed 
by  an  increased  elimination  in  the  urine  of  urea  and  of  the  chlorides 
of  sodium  and  potassium  which  are  formed  by  the  interchange;  at 
the  same  time  the  fixed  alkalies  of  the  blood  are  reduced  in  amount, 
and  this  may  give  rise  to  serious  symptoms  (see  Acids).  In  the 
carnivora  and  man  chloride  of  ammonium  does  not  increase  the  urea 
appreciably,  but  is  excreted  as  such  in  the  urine. 

The  urine  is  often  increased  by  the  exhibition  of  ammonium  salts, 
but  not  always.  It  is  to  be  noted  that^  while  the  alkaline  salts  of  the 
fixed  alkalies  render  tlae  urine  less  acid  or  even  alkaline,  ammonium 
salts  have  no  such  effect,  because  they  are  excreted  as  urea  or  as 
neutral  salts. 

Id  birds  and  reptiles  ammonia  is  apparently  excreted  as  uric  acid. 

Tho  Substituted  Ammoniaa  of  the  methane  series,  such  as  methytarmne, 
and  some  of  those  of  the  aromatic  ueries  resemble  ammonium  in  their  general 
effects,  but  the  atiiuulation  of  the  central  nervous  system  is  not  often  so 
marked.  In  general  terms,  those  compounda  in  which  one  hydrogen  atom  is 
suhBtituted,  tend  to  cause  peater  nervous  stimulation  than  those  in  which  two 
or  three  such  substitutions  are  made,  while  this  action  is  again  more  promi- 
Dent  in  those  in  which  four  alkyi  groups  are  combined  with  the  nitrogen.  In 
addition,  moat  ot  these  compounds  seem  to  have  a  more  depressant  action  on 
the  central  nervous  system  afterward  than  ammonium,  and  they  all  tend  to 
weaken  and  eventually  to  paralyze  the  terminations  of  the  motor  nerves.  Some 
of  them  slow  the  heart  by  an  action  resembling  that  of  muscarine,  while  others 
act  on  the  peripheral  ganglia  like  nicotine* 

The  ammonium  bases  formed  from  the  natural  alkaloids  appear  to  have 
lesa  action  on  the  central  nervous  system^  but  act  like  curara  on  the  termina- 
tions of  the  motor  nerves. 

Preparations. 

Ammonii  Chlaridum  (TJ,  S.  P.,  B.  P.)  CNH.C1),  0.3  G.  (5  grs.);  B,  P.,  5-20 
gra.p  in  solution. 

Trochisci  AmTnonii  CfUondi  (U,  S.  P.)^  each  containing  0.1  (2  grs.)  of 
ammonium  chloride  with  0.2  G.  (4  gvs.)  of  Uquorice  extract  and  some  syrup 
of  Tolu. 

Therapeutic  Uses. — The  chloride  is  prescribed  chiefly  for  its  effects  on 
the  respiratory  mucous  membranes,  and  is  a  very  common  constituent 
of  expectorant  mixtures  for  bronchitis  and  catarrh.  The  lozenge  is 
often  used  for  sore  throat,  and  chloride  of  ammonium  solutions  are 
occasionally  inhaled  or  sprayed  into  the  throat.  It  has  also  been  pre- 
scribed in  gastric  catarrh  with  benefit  in  some  cases,  but  whether  this 
is  due  to  its  acting  on  the  mucous  secretion  is  unknown. 
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Ammonium  chloride  and  tlie  chloride  of  trimethylammonium  were 
at  one  time  advised  in  rheim:iatism,  but  have  proved  useless  In  this 
disease. 
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XXm.  IODIDES. 

Although  the  iodides  have  been  more  largely  used  in  medicine  than 
any  of  tlie  other  salts  of  the  alkalies,  their  mode  of  action  is  still 
wrapped  in  obscurit^>'.  This  is  due  to  the  unsatisfactory  state  of  the 
pathology  of  the  diseases  in  which  they  are  used^  to  the  fact  that  the 
attention  of  investigators  has  been  drawn  to  the  symptoms  of  poison- 
ing rather  than  to  the  therapeutic  action,  and  also  to  the  fact  that  the 
effects  seems  to  vary  very  considerably  not  only  in  different  individuals, 
but  also  in  the  same  person  at  different  times. 

Symptoms.— Large  quantities  of  the  iodides  cause  irritation  of  the 
stomach  from  their  salt-action  and  induce  nausea  and  vomitings  more 
rarely  diarrhcea;  but  these  symptoms  are  quite  distinct  from  those 
known  as  lodism,  which  may  arise  from  comparatively  small  quantities, 
and  which  are  most  commonly  seen  when  the  remedy  has  been  ad- 
ministered repeatedly. 

The  commonest  symptom  of  iodism  is  catarrh  of  the  Respiratory 
Passag^es,  more  especially  of  the  nose,  which  betrays  itself  in  some 
swelling  and  discomfort  in  the  nasal  mucous  membrane,  in  a  profuse 
watery  secretion,  and  in  sneezing.  The  catarrh  spreads  upward  to 
the  conjunctiva,  whjch  often  becomes  swollen  and  congested,  and  to 
the  frontal  sinuses,  where  it  induces  a  feeling  of  dulness  or  violent 
headache;  it  also  progresses  downward  to  the  tonsib,  which  become 
swollen  and  ini^amed  in  some  cases.  Still  lower  it  occasionally  causes 
some  swelling  and  oedema  or  small  ulcers  in  the  larynx^  and  has  thus 
caused  dyspncea.  which  has  necessitated  tracheotomy,  or  very  rarely 
has  proved  Fatid.  Bronchitis  has  also  been  observed  in  man,  with  a 
profuse  watery  secretion,  and  in  animals  cedema  of  the  lungs  and 
pleuritic  effusion  have  been  produced  by  the  injection  of  iodides.  Even 
small  quantities  injected  intravenously  increase  the  mucus  secreted  by 
the  bronchi. 

In  the  Mouth  iodism  Is  often  betrayed  by  swelling  and  irritation  of 
the  throat  and  tonsila  and  by  salivation,  rarely  by  swejjjne      r1  p 


salivary  glands.  The  stomach  is  seldom  affected,  the  appetite  generally 
remaining  good,  but  in  some  persons  iodides  Induce  nausea  and  gastric 
discomfort.  A  single  dose  of  iodide  increases  the  amount  of  gastric 
juice  and  prolongs  the  secretion  aroused  by  the  taste  of  food. 

Skin  £rtiptioDs  of  difTerent  forms  are  also  common  results  of  the 
administration  of  iodides,  but  are  less  liable  to  occur  in  the  beginning 
of  the  treatment  than  the  catarrh  of  the  respiratory  passages.  These 
eruptions  may  simulate  almost  all  known  skin  diseases*  but  the  most 
common  forms  are  erythematous  patches,  or  papular  eruptions,  whicli 
may  pass  into  pustules  or  into  larger  inflamed  areas.  Eczema^  bulls, 
pemphigus  and  purpura  arise  less  frequently  from  the  use  of  iodides. 
In  some  cases  a  more  or  less  defined  area  of  oedema  has  been  observed 
in  the  face. 

The  Secretion  of  Urine  is  generally  increased  by  the  administration 
of  iodides,  as  of  other  salts  of  the  alkalies,  though  they  seem  to  have 
no  specific  action  on  the  kidneys.  In  rare  cases  albuminuria  has  been 
observed,  and  some  irritation  of  the  bladder,  urethra  and  vagina  is 
said  to  have  been  induced  by  iodide  treatment,  but  these  statements 
require  confirmation. 

In  abnormal  conditions  of  the  thyroid  gland,  the  iodides  and  many 
other  iodine  compounds  often  give  rise  to  a  series  of  symptoms  which 
are  due  to  the  excessive  production  of  the  specific  secretion  of  the 
gland)  which  itself  contains  iodine;  these  symptoms  are  quite  distinct 
from  those  described  as  iodism  and  may  rather  be  referred  to  as 
thyroidism.  Among  these  symptoms  are  acceleration  and  palpitation 
of  the  heart,  tremors,  nervousness^  sleeplessness  and  disorders  of  sensa- 
tion, such  as  localized  antesthesia  or  neuralgic  pains.  Sometimes  some 
fever  or  accelerated  metabolism  leading  to  loss  of  weight  has  occurred, 
and  occasionally  extreme  emaciation  and  cachexia  with  mental  depres- 
sion, which  only  abated  slowly  on  the  abandonment  of  the  treatment, 
or  which  in  rare  cases  were  permanent. 

In  many  instances  small  doses  of  iodide  may  be  given  repeatedly 
without  any  noticeable  disturbance*  but  in  others  the  smallest  quan- 
tity (0.2  G.)  induces  severe  poisoning.  Some  authorities  consider  that 
these  small  doses  are  more  liable  to  cause  iodism  than  larger  ones, 
but  this  may  be  doubted,  as  the  action  of  the  drug  is  so  capricious 
lhat  the  statistics  of  different  observers  show  great  discrepancies,  even 
when  approximately  the  same  dose  has  been  given,  Thus»  Haslund, 
treating  patients  with  at  first  3  G.  (45  grs.)  and  then  5  G*  (SO  grs*) 
daily,  observed  iodism  in  only  12  per  cent,  of  his  cases  during  the  first 
'ew  days,  while  others  have  found  iodism  inducai  in  CO  per  cent,  of 
their  cases  after  a  single  dose  of  3  G.  An  attempt  has  been  made  to 
explain  these  discrepancies  by  supposing  that  iodism  is  only  produced 
by  impure  iodides,  but  this  is  not  correct,  for  it  has  been  observed  in 
numerous  cases  in  which  the  drug  was  absolutely  pure.  Among  other 
conditions  which  favor  the  onset  of  symptoms  is  a  slow  excretion  of 
the  iodide  sucli  as  is  observed  in  some  forms  of  renal  irritation* 
Children  seem  less  liable  to  suffer  from  the  iodides  than  adults.  The 


dose  administered  has,  of  course,  some  relation  to  the  onset  of  symp- 
toms; thus,  very  large  doses  are  more  likely  to  induce  them  thati  very 
small  Dne3»  but  it  seems  that  a  tolerance  is  soon  established  in  some 
cases,  for  after  iodism  has  been  induced,  and  the  daily  dose  lessened 
accordingly,  it  is  sometimes  found  that  it  may  be  gradually  increased 
until  a  quantity  considerably  greater  than  tliat  originally  given  may 
be  taken  with  impunity*  In  other  instances,  a  definite  quantity  may 
be  given  for  a  long  time  without  inducing  symptoms,  but  these  may 
suddenly  set  in  without  any  apparent  change  in  the  treatment  and 
without  any  appreciable  c^use.  Very  often  it  is  found  that  the  symp- 
toms disapi>ear  while  the  treatment  is  continued,  and  recovery  invar- 
iably sets  in  when  the  drug  is  abandoned.  The  iodides  all  Induce 
iodism,  the  symptoms  being  apparently  unafTected  by  the  basic  ion. 
The  condition  is  seldom  dangerous,  but  a  few  cases  are  recorded  in 
which  oedema  of  the  larynx  resulted  and  proved  fatal. 

The  iodides  are  not  Absorbed  from  watery  solutions  applied  to  the 
skin,  but  are  rapidly  taken  up  by  all  the  mucous  membranes.  When 
given  by  the  mouth  they  are  absorbed  unchanged  by  the  stomach 
and  intestine,  and  appear  in  the  secretions  within  5-10  minutes.  The 
greater  part  of  the  iodide  is  Excreted  in  the  urine,  in  which  it  appears  as 
salts.  Some  escapes  by  the  salivary  glands,  however,  and  small  quan- 
tities are  excreted  by  the  stomach  as  hydriodic  acid,  from  which  free 
iodine  may  be  formed;  iodide  has  also  been  found  in  the  tears,  perspira^ 
tion,  milk,  sebum,  and  in  the  secretion  of  the  nasal  mucous  membranes. 
More  iodide  is  found  in  the  blood  than  in  any  of  the  fixed  tissues;  the 
skin  is  also  rich  in  iodide,  while  the  lungs,  kidneys  and  Ijmph  glands 
contain  smaller  quantities;  the  brain  and  fatty  tissues  have  merely 
traces;  necrotic  tissues  take  up  more  than  sound  ones  because  the 
dying  cells  no  longer  oppose  resistance  to  the  ditfusion  of  the  salts. 

Iodides  are  much  more  rapidly  excreted  than  bromides^  for  65-80  per 
cent,  of  the  iodide  appears  in  the  urine  within  24  hours  after  its  ad- 
ministration, and  no  iodide  reaction  is  obtained  from  any  of  the  secre- 
tions a  week  after  the  treatment  has  ceased.  Some  of  the  iodide  does 
not  appear  in  the  urine,  however,  and  its  fate  in  the  body  has  not  been 
very  clearly  traced.  Different  individuals  vary  in  the  amount  that  thus 
disappears,  which  seems  to  be  fairly  constant  for  each  person;  thus  one 
patient  receiving  0.5  G.  of  potassium  iodide  may  retain  0.1  G.,  while 
another  after  the  same  dose  may  retain  0,2  G.  or  more,  the  same 
proportions  appearing  on  different  occasions- 

The  greater  part  of  the  iodide  administered  therefore  passes  through 
the  tissues  and  is  excreted  in  the  urine  in  the  form  of  salts.  Some  of 
the  iodide  undergoes  decomposition  in  the  body,  however,  for  free 
iodine  has  been  found  in  the  stomach,  and  an  organic  compound  of 
iodine  exists  in  the  hair  and  in  various  internal  organs  after  iodide 
treatment.  The  successful  treatment  of  goitre  with  iodide  of  potassium 
is  also  a  strong  argument  in  favor  of  the  presence  of  free  iodine*  and  the 
iodine  of  the  thyroid  glands  has  been  shown  to  be  increased  by  potassic 
iodide.  When  iodine  is  thus  hberated  in  the  body,  it  does  not  circulate 
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as  such,  but  at  once  combines  with  the  proteins,  and  its  presence  can  no 
longer  be  demonstrated  by  the  ordinary  tests. 

The  formation  of  free  iodine  from  iodides  {which  is,  of  course  quite  dis- 
tinct from  their  dissociation  into  potftsaium  and  iodide  iona)  has  been  the 
aubj&ct  of  several  ingenious  theoriea,  none  of  wliich  have  been  establisheil  and 
which  are  now  chiefly  of  liistorical  interest  and  need  not  be  entered  on  here. 

It  is  often  said  to  be  set  free  along  the  mucous  loembrane  of  the  respiratory 
passages  and  in  the  skin;  and  in  this  way  the  coryza  of  the  fornierj  and  the 
eruptions  on  the  latter  ore  explained.  It  mmi  im  noted  that  free  iodine  haa 
not  yet  been  clearly  dGiiionstrated  on  cither  of  these  eurfaees,  and  that  the 
theory  has  been  formulated  only  to  explain  the  sjTiiptomB  of  iodiern.  lodidea 
have  been  found  in  the  nasal  secretio»|  saliva  and  perspiration,  but  no  free 
iodine. 

The  central  nervous  system  and  the  circulation  scarcely  seem  to  be  affected 
by  iodides.  Very  large  quantities  of  potassic  iodide  Injeeted  into  a  vein  are 
found  to  weaken  and  paridyze  the  heart  in  animaU,  but  do  not  seem  to  be 
more  poisonous  than  other  potassium  salts,  and  depression  of  the  central  tiervous 
system  may  also  be  elicited  in  the  same  way  by  the  potassium  action.  Barbera 
states  that  very  large  quantities  of  iodides  paralyze  the  depressor  nerve  termina- 
tions in  the  medulla  oblongata  and  weaken  the  peripheral  inhibitory  me<;hanism 
of  the  heart,  while  Hunt  found  the  accelerator  fibres  less  easily  fatigued  after 
iodide.  Tbc  metabolism  of  the  body  seems  little  affected  by  iodides  in  most 
cases,  but  a  further  examination  of  the  excretions  of  patients  who  lose  weight 
under  the  treatment  is  desirable.  Katly  degeneration  of  the  Hver  is  stated  to 
occur  io  some  animals.  The  action  of  the  iodides  in  therapeutics  has  been 
ascribed  by  some  authors  to  their  rendering  the  movement  of  the  leucocytes 
(diapedesis)  more  active,  but  no  satisfactory  evidence  has  been  adduced  m 
support  of  this.  Another  view  is  that  the  autolysis  is  increased,  and  Kepinow 
has  observed  that  iodide  has  this  eilect  in  the  hver  when  it  is  injected  intra- 
venously during  life;  added  to  the  minced  liver  iodide  had  no  such  effect,  but 
iodine  accelerated  the  autolysis,  and  he  concludes  that  iodine  is  hberated  from 
the  iodides  in  the  living  body.  Solutions  of  iodide  of  sodium  are  found  to  be 
more  poisonous  to  muscle,  cilia  and  unicellular  organisms  exposed  to  them  than 
are  similar  solutions  of  the  chloride  or  bromide,  so  that  the  iodide  ion  appears 
to  be  more  fatal  to  protoplasm  than  the  bromide  and  chloride  ion,  while  it  is 
less  poisonous  than  the  fluoride.  In  the  frog  stiffness  and  awkwardness  in  the 
movements  are  elicited  by  comparatively  small  doses  of  iodide  of  sodium  and 
these  symptoms  have  bec[f  shown  to  be  due  to  rigor  mortis  occurring  in  the 
muscles. 

The  rapid  elimination  of  iodide  by  the  kidney  necessitates  frequent 
large  doses  if  the  action  is  to  be  maintained^  and  these  large  doses  in 
turn  tend  to  induce  iodism.  An  attempt  has  tlierefnre  been  made  to 
introduce  iodine  combinations  which  are  slowly  decomposed  in  the 
tissues  and  thus  free  iodide  continuously.  P'or  this  purpose  protein 
compounds  with  iodine  {Eigon,  lodoleUi  etc.) ,  have  not  proved  successful, 
as  they  tend  to  free  the  iodine  in  the  alimentary  tract  and  the  resulting 
iodide  is  eliminated  almost  as  quickly  as  when  inorganic  iodide  is  ad* 
ministered.  Combinations  of  iodine  with  oil  [lodipin]  or  with  fatty 
acids  [Saiodin]  are  better  adapted  for  this  purpose  as  they  are  absorbed, 
stored  in  the  fat  depots  of  the  body  and  gradually  decomposed  with 
the  liberation  of  iodides.  No  iodine  is  found  in  the  urine  in  the  first 
hour  after  the  administration  of  these  organic  compounds  and  the 
maximum  excretion  takes  place  after  ten  hours;  the  iodide  reaction 
disappears  from  the  urine  after  eighty-four  hours. 


Prepaiutions. 


PoTASfin  loDiDUM  (U.  S.  R,  B.  p.)  (KI),  0.3  G.  (5  gra.);  B,       5-20  grs. 

Soon  loDiDUM  (U,  S.  P.,  B.  R)  (Nal).  0.3      (5  grs.):      P.,  5-20  grs. 

The  iodides  fomi  cotorlesfl  crystals  when  pure,  a  yellowish  tint  indicating 
the  presence  of  free  iodine.  They  are  very  soluble  in  water,  less  so  in  alcohol, 
and  are  always  prescribed  in  watery  solutions,  and  often  alone  with  carbo- 
nate of  sodium  or  potassium,  in  order  to  prevent  decomposition  as  far  as  possible. 
The  iodide  of  potassium  is  the  one  most  frequently  used  and  is  less  liable  to 
contain  free  iodine  than  the  others,  but  iodide  of  sodium  is  preferred  by  some; 
the  dose  often  has  to  be  much  increased  beyond  that  given  above.  The  iodide 
of  ammonium  ib  said  to  be  more  liable  to  cause  akin  eruptions  and  disturb- 
ance of  the  digestion  than  the  others.  Some  iodide  effects  may  atso  be  ob- 
tained by  the  use  of  iodide  of  lead  or  mercury,  but  here  they  are  complicated 
by  the  at'tion  of  the  metal,  and  these  will  be  discussed  along  with  the  other 
ealte  of  lead  and  mercury.  The  external  application  of  iodides  is  not  attended 
by  any  general  effect,  though  some  Irritation  may  be  induced  by  iodine  being 
liberated  by  the  decomposition  of  the  fats;  small  quantities  of  iodine  are  ab- 
sorbed and  changed  to  iodides  in  the  tissues. 

laidipin  (unofficial)  is  an  iodine  addition  product  of  sesame  oil  and  forms  a 
yellow  oily  liquid  with  an  oily  taste.  It  is  prepared  in  two  strengths  containing 
10  per  cent,  and  25  per  cent,  of  iodine,  respectively.  Dose  4-S  mils  (1-2  drs.)  of 
iodiptn  10  per  cent.  Hypodermically  2-6  mils  (30-90  mins.)  of  iodipin  25  per 
cent. 

Sajodin  (imoflScial),  (CtiH^iICOOiCa,  the  monoiodobehenate  of  calcium,  is  a 
colorless  and  tasteless  powder  insoluble  in  water.  Dose,  1-3  G.  (15-45  grs,)  daily* 

Therapeutic  Uses* — The  iodides  are  used  very  extensively  in  the 
treatment  of  tertiary  sj-philis,  in  which  they  have  proved  invaluable. 
They  have  also  been  administered  in  the  earlier  stages  of  the  disease, 
but  have  proved  to  be  of  little  ser%'ice  here.  In  s>T>hilitic  bone  disease 
and  ulcers,  and  in  the  gummata  of  the  brain  and  other  internal  organs, 
howe^  erp  a  remarkable  improvement  verj'  often  occurs  after  the  iodide 
treatment  ha,3  been  adopted.  The  iodide  of  potassium  or  of  sodium 
is  almost  in\ariably  used,  and  is  given  in  as  large  doses  as  the  patient 
can  bear,  often  up  to  5  G.  (75  grs,)  daily.  The  iodide  is  often  prescribed 
along  with  mercury,  and  this  combination  is  found  more  efficient  than 
the  iodide  alone.  In  actinomycosis  iodide  treatment  has  proved  of 
valucj  and  in  a  rare  infection  known  as  sporotrichosis,  which  arises  from 
a  fungus  nearly  related  to  actinomyces,  Bloch  states  that  the  elTects 
are  even  more  striking  than  in  tertiary  syphilis. 

In  syphilis  and  in  the;^  other  diseases,  the  iodide  does  not  act  as  a 
parasiticide;  the  spirocha^ta  of  syphilis,  for  example,  is  not  killed  by 
the  application  of  iodide  of  potassium  to  a  sj"phiHtic  lesion,  and  the 
fungus  of  sporotrichosis  grows  readily  in  a  culture  medium  containing 
high  concentrations  of  iodide.  The  specific  effects  of  iodide  in  tertiary 
syphilis  are  exerted  not  on  the  parasite  but  upon  the  tissues  in  which 
it  lives  and  which  have  reacted  to  its  presence  by  the  formation  of 
tumors;  these  lowly  organized  tumors  dissolve  under  the  action  of 
iodides,  while  the  parasite  remains  unaffected,  but  is  now  more  readily 
accessible  to  the  jiarasiticide  drugs,  mercury  and  arsenic.  It  is  im- 
portant to  recognize  that  iodide  does  not  destroy  the  cause  of  the 
infection  but  only  removes  some  of  the  results. 
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It  is  unknown  how  iodide  removes  the  gummatous  tissue;  it  accumu- 
lates in  poorly  nourished^  necrotic  tissues  in  greater  concentration  than 
elsewhere,  because  these  have  lost  their  power  of  resisting  the  permea- 
tion of  salts  which  therefore  diffuse  into  the  cells  freely.  This  is  not 
specific  for  syphilis,  and  probably  other  salts  would  also  be  found  in 
igher  eoncentration  in  these  tissues  than  in  others.  Kepinow  found 
that  iodide  injected  intravenously  in  animals  accelerates  the  autolysis 
of  the  liver,  and  an  analogous  observation  has  been  made  by  Jobling 
and  Petersen,  who  found  that  serum  no  longer  inhibits  the  trypsin 
action  in  the  presence  of  iodides,  and  that  in  patients  treated  w^ith 
iodide  the  antitryptic  action  of  the  serura  is  lowered;  it  is  possible  that 
it  similarly  promotes  the  autolytic  solution  of  the  gumma  by  removing 
the  antagonistic  substances* 

In  many  diseases  which  are  not  directly  attributed  to  syphilis, 
but  in  which  there  is  a  history  of  syphilis,  iodides  are  of  value;  thus, 
neuralgia  and  other  nervous  disturbances  are  often  relieved  by  them 
in  persons  of  a  syphilitic  taint,  and  in  fact,  improvement  is  often 
observed  in  the  most  diverse  conditions  in  |3ersons  who  have  formerly 
suffered  from  this  complaint. 

Another  series  of  symptoms,  or  of  diseases,  which  is  often  treated 
with  iodides  is  rheumatism  in  its  various  manifestations.  The  treat- 
ment is  of  little  value  in  acute  rheumatismf  and  in  fact,  often  fails  in 
the  chronic  disease,  but  is  occasionally  attended  with  improvement, 
although  the  exact  conditions  in  which  this  occurs  are  still  unknown. 

The  iodides  have  long  enjoyed  some  reputation  in  the  treatment  of 
goitre,  but  the  thyroid  extract  has  proved  much  superior  to  them  and 
promises  to  supplant  them  entirely,  as  their  efTects  are  due  to  their 
action  on  the  thyroid  secretion.  The  same  may  be  said  regarding 
their  me  in  obesity,  which  was  found  to  be  successful  in  some  cases, 
presumably  of  thyroid  insufficiency.  When  thyroid  insufficiency  is  due 
0  the  absence  of  iodine,  while  the  gland  cells  are  capable  of  normal 
ction,  iodides  and  iodine  give  good  results;  but  when  the  symptoms 
wise  from  absence  or  atrophy  of  the  secretory  cells,  iodides  are  valueless, 
-and  relief  is  given  only  by  the  administration  of  the  specific  secretion. 
The  increase  in  the  iodine  of  the  thyroid  gland  under  iodide  treat- 
ment has  been  studied  by  Marine  and  his  associates,  who  point  out  that 
the  iodine  Js  first  taken  up  by  the  gland  in  an  inactive  form  and  is 
then  slowly  changed  into  the  physiologically  active  combination.  (See 
Th>Toid  extract.) 

Some  skin  eruptions  have  been  found  to  be  benefited  by  the  iodide 
treatment  even  when  no  suspicion  of  syphilis  could  be  entertained. 

The  success  attending  the  treatment  of  goitre  with  iodides  seems  to 
have  been  the  basis  of  their  use  in  cases  of  enlarged  lymphatic  glands, 
scrofula,  and  lupus,  but  here  the  results  are  very  doubtful,  although 
some  authorities  allege  that  the  iodide  treatment  is  of  value.  There 
is  a  general  consensus  of  opinion  that  the  old  treatment  of  malignant 
tumors*  such  as  cancer  and  sarcoma,  with  iodides  is  hopeless.  Iodide  is 
said  to  accumulate  in  tuberculous  glands  (Loeb)  and  also  in  cancerous 


and  sarcomatous  tumors  in  greater  concentration  than  in  the  other 
tissues. 

These  salts  are  sometimes  credited  with  promoting  the  absorption  of 
serous  effusions,  and  the  removal  of  hypertrophy  of  connective  tissue 
in  the  body,  as  in  the  various  forms  of  sclerosis  and  cirrhosis.  Their 
efficacy  in  removing  the  syphiUtic  gumma  was  evidently  the  origin  of 
their  use  here,  but  while  the  resolution  of  gummata  under  the  iodides 
is  beyond  question,  no  satisfactory  evidence  of  improvement  in  these 
non-syphilitic  affections  is  available. 

Aneurism  and  arteriosclerosis  have  often  been  treated  with  iodide, 
and  improvement  is  undoubtedly  observed  in  some  cases,  in  which 
there  is  probably  a  sj'philitic  taint;  but  there  seems  no  reason  to  sup- 
pose that  the  iodides  have  any  special  action  on  the  vessels  apart  from 
their  action  on  poorly  organized  tissue,  such  as  is  formed  in  syphilitic 
infection^  for  no  change  in  the  heart,  pulse  or  blood-pressure  can  be 
observed  even  after  prolonged  treatment.* 

Iodides  are  often  prescribed  along  with  other  remedies  in  expecto- 
rant mLxtures,  the  object  being  to  render  the  bronchia!  mucus  more 
watery  and  less  tenacious,  and  thus  to  facilitate  its  removal.  In  some 
cases  of  asthma  they  have  been  found  of  value^  perhaps  from  the 
same  action,  for  they  do  not  appear  to  affect  the  bronchial  muscles. 

Iodide  of  potassium  is  generally  prescribed  in  chronic  poisoning 
from  lead  or  mercury,  and  is  believed  to  hasten  the  elimination  of 
these  metals,  although  it  has  not  been  shown  that  it  is  of  more  \a.\ue 
here  than  other  salts,  such  as  the  chlorides  and  bromides.  The  belief 
in  the  efficacy  of  the  iodides  in  mercurj'  poisoning  has  suggested  that 
they  act  in  tertiary  syphilis  only  by  aiding  in  the  mobilization  of  the 
mercury  stored  in  the  tissues  from  the  treatment  of  the  earlier  stages, 
hut  this  is  incorrect,  for  the  iodides  are  of  value  in  cases  of  tertiary 
syphilis  in  which  mercury  has  not  been  previously  used.  It  is  stated 
that  when  iodide  is  given  along  with  mercury,  the  latter  does  not 
accumulate  in  the  liver,  hut  the  statement  requires  confirmation. 

Finally,  iodide  of  potassium  is  sometimes  added  to  other  drugs  in 
cases  of  malingering,  or  in  which  it  is  suspected  that  the  patient  is 
not  taking  the  remedy  as  directed.  If  the  iodide  is  swallowed  it  can 
be  detected  in  the  urine  by  the  addition  of  a  few  drops  of  chlorine 
water  and  of  starch  solution,  which  assumes  the  ^ell-known  blue  color. 

Iodides  have  to  be  used  with  care  in  cases  of  pulmonary  phthisis, 
in  which  they  often  increase  the  cough  and  expectoration,  and  in  some 
cases,  it  is  alleged,  cause  hiemoptysis  and  promote  the  infection  of  fresh 
tissue.  If  the  tubercular  nt*du)e  is  broken  down  by  the  iodides  in  the 
same  way  as  the  gumma,  the  bacillus  may  be  freed,  and  many  clinicians 
deprecate  the  use  of  iodide  in  all  forms  of  tuberculosis.  Children  have 
sometimes  been  found  to  suffer  from  iodism  from  being  nursed  by  a 
person  under  iodide  treatment, 

^  The  supposed  aotioo  In  Arterioaclerovia  bfts  somelimcB  be«D  ucHbed  to  iodidca  lease 
ibC  %he  viBeo&ity  of  the  blood;  but  tha  expdriniftDt«  oa  yrhicb  thii  eKpi&natioo  is  b 
mxv  not  coQvuiGiai; 
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lodism  very  often  proves  a  disagreeable  accompaniment  of  the 
treatment,  and  is  sometimes  so  severe  as  to  preclude  the  use  of  the 
salts,  so  that  many  attempts  have  been  made  to  discover  some  expe- 
dient by  which  these  s3'mptoms  may  be  avoided,  but  as  yet  no  success 
lias  i)ecn  obtained.  lodism  occurs  less  readily  under  the  organic 
preparations  iodipin  and  sajodin,  but  it  is  not  yet  satisfactorily  estab- 
lished that  the  specific  action  in  syphilis  is  induced  as  certainly  by  these 
as  by  the  inorganic  iwHdes;  in  grave  cases  the  latter  should  certainly  be 
employed  in  preference. 
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XL.  IODINE. 

loiluie  iKjKsesses  a  local  irritant  action  similar  to,  though  less  intense 
than,  that  of  chloritie  and  bromine  (p»  168).  It  is  much  less  volatile, 
and  therefore  comes  into  contact  with  the  tissues  more  slowly'  than 
these j  but  the  chemical  change  is  analogous^  and  iodides  and  iodo-protein 
coniiK>uiids  result. 

Action. — When  ap[)lied  to  the  Skia^  it  dyes  it  &  yellow-brown  or 
dark  brown  color,  and  acts  as  an  irritant,  producing  a  sensation  of 
heat  and  itching.  In  very  concentrated  solution  or  in  the  solid  form 
it  may  cause  blistering  or  even  corrosion,  but  it  acts  much  more  slowly 
than  most  other  irritants,  and  at  the  same  time  the  irritation  is  more 
prolonged.  It  penetrates  into  the  deeper  layers  of  the  skin,  and  small 
quantities  are  absorbed. 

The  Mucous  Membranes  are  more  strongly  affected  by  contact  with 
it;  thu5  when  its  vapor  h  inlialed  fur  some  time,  smarting,  swelling 
and  increased  secretion  is  eaused  in  the  nasal  mucous  membranes,  con- 
junctiva, throat  and  lo'^^  e^  respiratory  passages,  resembling  exactly  the 
symptoms  kno^vn  as  itMlism,  In  the  stomach  small  quantities  may 
cause  slight  irritation  and  improved  appetite,  but  us  a  general  ride 
nausea,  discomfort  and  vomiting  follow  its  administration  in  any  save 
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the  most  minute  doses,  and  occasionally  diarrhoea  has  been  observed 
after  it  from  irritation  of  the  bowel.  In  cases  of  poisonings  the  irri- 
tation of  the  alimentary  canal  may  prove  fatal  by  inducing  collapse 
and  failure  of  the  heart  and  respiration,  and  iofline  may  be  recognized 
in  the  vomited  matter  and  in  the  stools. 

Solutions  of  iodine  Injected  Stibcataneotiflly  or  into  tumors  or  cysts, 
a  common  method  of  treatment  formerly,  cause  intense  pain  and  irri- 
tation which  may  induce  collapse  and  which  have  been  followed  in 
some  instances  by  suppuration  and  gangrene. 

Iodine  is  Absorbed  in  the  form  of  iodides,  and  perhaps  in  combi- 
nation with  proteins-  Its  fate  in  the  body  is  precisely  similar  to  that 
of  the  iodides — it  is  excreted  in  the  form  of  iodides,  chiefly  by  the  kid- 
neyst  to  a  less  extent  in  the  saliva,  perspirationj  milk  and  secretions 
of  the  respiratory  passages.  The  administration  of  iodine  leads  to  an 
increase  in  the  iodine  of  the  thyroid  gland. 

Small  quantities  of  iodine  may  be  given  internally  to  many  persons 
without  eliciting  any  symptoms  except  those  which  are  dearly  due  to 
the  local  action.  Repeated  doses,  however,  sometimes  cause  s>Tnp- 
toms  resembling  those  observed  after  iodides  (lodism),  although  these 
have  been  much  less  often  induced  by  iodine,  which  is  comparatively 
seldom  administered  internally.  Many  other  symptoms  which  have 
been  observed  under  iodine  treatment,  obviously  arise  from  the  excessive 
activity  of  the  thyroid  gland,  and  are  especialJy  noticeable  in  goitre. 

Some  Cases  of  Poisoning  from  the  injection  of  large  quantities  of 
iodine  into  cysts  have  been  recorded.  In  Rose*3  well-known  case,  the 
chief  symptoms  were  thirst,  constant  vomiting  (the  vomited  matter 
containing  iodine)  cyanosis  and  coldness  of  the  skin,  a  small,  weak 
pulse,  anuria  and  skin  eruptions  after  a  few  da>^;  and  death  occurred 
on  the  tenth  day.  In  such  cases  of  poisoning  in  man  the  mucous 
membrane  of  the  stomach  and  intestine  has  been  found  swollen  and 
loosened,  and  in  animals  fatty  degeneration  of  the  liver,  heart,  and 
kidney  has  been  described* 

Injected  into  the  veins  of  animals,  iodine  causes  oedema  of  the 
lungs,  which  v.  ZeissI  considers  to  be  due  in  part  to  changes  in  the 
left  ventricle,  io  part  to  contraction  of  the  pulmonary  arterioles. 

Preparations, 

lodom  (U.     P.,  B,  P.),  iodine^  b  t30t  used  In  therapeutica. 
Tinetwta  lodi  (U.     P.),  7  p«r  cent.,  0.1  mil  di  mins.). 
Liquor  lodi  Compoeitia  (U,  8.  P.),  Lugol's  Solution,  contains  5  per  cent,  dia* 
solved  in  10  per  ceat^Dotasaium  iodide  solution.  0.2  mil  (3  mins.). 
UnffuerU^m  lodi  (U.  S.  P.,  B,  P.),  4  per  cent. 

Tinctura  Jodi  Foriis  (B.  P.),  Iodine  Liniment,  about  10  per  cent*  of  iodine 
diaeolved  in  alcohol  with  potassium  iodide* 

Tincture  lodi  MUit  (B,  P.),  2\  per  cent.,  2-5  mine. 

Therapeutic  Uses. — lotline  has  been  used  internally  in  a  variety  of 
chronic  conditions,  such  as  syphilis  and  goitre,  and  in  tubercular 
disease  of  the  glands,  bones  and  other  organs*  but  it  has  been  almost 
34 
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entirely  superseded  by  the  iodides,  and  in  goitre  by  the  tliyroid  prepara- 
tions. 

It  has  been  applied  locally  by  painting  on  the  skin  in  a  variety  of 
chronic  inflammatory  processes,  such  as  tubercular  glands,  pleuritic 
effusion,  and  tubercular  or  rheumatic  joint  disease.  Its  action  here 
consists  simply  of  a  mild  lasting  irritation  of  the  skin,  which  Induces 
some  congestion  in  the  subcutaneous  tissues  and  may  thus  aid  in  the 
al>sorption  of  exudates  in  them  and  may  also  influence  the  deeper 
lying  tissues  and  organs  in  the  same  way  as  other  irritants  (see  page 
76),  There  is,  however,  nothing  specific  in  its  action,  and  it  differs 
from  the  other  skin  irritants  only  in  being  milder  in  action  and  more 
enduring  in  its  eflfects.  It  seems  unlikely  that  the  small  quantity 
absorbed  can  ha>e  any  appreciable  action.  Some  benefit  often  follows 
from  this  use  of  iodine  in  chronic  inflammations,  but  there  is  no  ques- 
tion that  it  is  very  often  applied  where  more  active  surgical  measures 
are  really  required. 

Iodine  was  formerly  injected  into  cysts  in  order  to  induce  inflamma- 
tion and  adhesion  of  their  walls,  and  thus  to  obliterate  tlie  cavity. 
It  has  recently  been  used  extensively  to  disinfect  the  skin  before 
operation  (see  page  151). 
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XU.   THTROm  GLAND. 

The  treatment  of  certain  diseases  hy  the  adtnlnistration  of  thyroid 
gland  and  its  extracts  ts  one  of  the  most  satisfactory  examples  of 
rational  therapeutic  progress,  and  the  steps  which  led  to  its  adoption 
may  therefore  be  briefly  mentioned.  In  1882-3,  Kocher  and  lleverdin 
published  obser^^ations  made  on  patients  whose  thyroids  had  been 
totally  extirpated,  and  who  had  subsequently  presented  a  series  of 
symptoms  to  which  tliese  observers  gave  the  name  of  cachexia  thyreo- 
priva.  They  pointed  out  that  this  condition  resendiled  in  many  of  its 
features  myxo-dema,  a  disease  discovered  by  Gull  some  years  before 
and  associated  with  atrophy  of  the  thyroid  gland.  These  obser\  ation3 
were  confirmed  by  a  number  of  authors,  who  removed  the  thyroids 
from  animals,  and  found  a  cachexia  appear  in  them.  The  next  advance 
was  the  discovery  that  these  symptoms  in  animals  could  be  removed, 
or  at  any  rate  ameliorated,  by  grafting  pieces  of  thyroid  in  the  peri- 
toneal ca\  ity  or  subcutaneous  tissue.  Horsley  suggested  that  myx- 
oedema  should  be  treated  in  the  same  way,  and  Murray  soon  afterward 
introduced  the  treatment  of  this  disease  by  the  subcutaneous  injection 
of  thyroid  juice.  Even  in  his  first  case,  the  results  were  eminently 
satisfactory,  but  it  was  soon  found  that  the  same  results  could  be 
obtained  b^'  administration  by  the  stomach,  and  a  large  number  of 


cases  h&ve  now  been  recorded  in  which  very  favorable  results,  or  even 
the  complete  disappearance  of  the  symptoms  has  followed  this  medica- 
tion. These  include  not  only  myxcedematons  pattcnts,  but  also  cases 
in  which  the  thyroid  was  removed  by  surgical  operation^  or  where  its 
disease  gave  rise  to  symptoms.  That  the  fa^'o^able  results  are  due 
to  the  treatment  is  proved  conclui:tiveiy  by  the  return  of  the  symptoms 
when  it  is  abandoned. 

The  effect  of  the  thyroid  extract  could  be  explained  only  by  the 
presence  of  some  chemical  principle,  for  the  preparation  of  course 
contained  no  living  cells.  In  the  last  few  years,  this  principle  has  been 
found  in  the  colloid  contents  of  the  gland  follicles  in  the  form  of  a 
globulin,  thifreoglobulrji,  which  may  be  extracted  from  the  colloid 
and  gives  the  ordinary  protein  reactions,  but  is  cliaracterized  by  con^ 
taining  a  small  percentage  of  iodine;  Baiimann's  detection  of  this 
element  in  the  thyroid  gland  was  the  first  intimation  that  it  existed 
in  the  tissues  of  the  higher  animals  and  man.  Thyreoglobulin  is  not 
completely  saturated  with  iodine,  for  it  forms  a  higher  combination 
with  it  in  the  test-tube,  but  then  loses  its  specific  action  on  the  animal 
organism.  When  it  is  subjected  to  acids  or  to  artificial  digestion  it 
undergoes  hydrolysis  like  other  proteins,  and  much  of  the  iodine  is 
freed  from  the  organic  combination  in  which  it  exists  in  thyreoglobulin; 
the  products  of  the  complete  digestion  of  thyreoglobulin  appear  to 
have  no  such  specific  action  as  the  original  protein.'  Hunt  states 
that  the  iodine  compound  is  not  the  only  active  principle  in  the  gland, 
for  thyroids  containing  no  iodine  have  a  certain  degree  of  activity, 
though  this  is  greatly  inferior  to  that  of  glands  containing  iodine.  He 
suggests  that  the  thyreoglobulin  is  therapeutically  active  even  when  it 
contains  no  iodine,  but  that  when  it  is  combined  with  iodine  it  is  much 
increased  in  power.  In  fact  the  amount  of  iodine  in  the  gland  may 
be  estimated  fairly  accurately  from  the  changes  induced  by  its  adminis- 
tration. At  present  the  efficiency  of  the  preparations  of  the  glands  can 
only  be  measured  by  the  amount  of  iodine  present*  and  this  varies  & 
good  deal  in  different  animals  and  in  different  individuals  of  the  same 
sf>ecies.  For  example,  less  is  found  in  the  glands  of  children  than  in 
adults,  and  after  middle  age  it  lessens  again.  Meat  diet  diminishes  the 
amount  of  iodine,  either  because  it  makes  greater  demands  on  the 
supply,  or  because  too  httle  iodine  is  ingested  in  the  food.  Vegetable 
foods,  especially  those  containing  much  iodine,  such  as  beetroot  and 
the  marine  algfe,  increase  the  iodine  of  the  thjToid  gland.  Iodine 
given  medicinally  also  augments  it,  and  not  only  iotfine  itself,  but 
various  combinations,  such  as  iodoform  and  iodides. 

Thyreoglobulin  treatment  has  the  same  beneficial  effects  as  the 
extract  both  in  uiyxoedema  and  goitre  in  man  and  in  excision  of  the 
thyroid  in  animals.    This  has  been  disputed  until  recently,  owing  to 

<  Baum&ati  bt-lieved  th&t  th«  mclive  prtcicipl'*  was  T'hi/roiodtn ,  or  lodoihyrin,  whicih  bv 
Dbtmnfd  by  lb?  diKc^tiQn  of  tbn  ^nnd;  byt  this  la  not  a  dETmit?  eubBtance.  but  a  mix- 
ture of  prplidFB  combinpd  with  iodim^,  And  dors  not  poweat  lh«>  wbolc  spfclfie  jetton  ot 
tbc  eland  citrucU^ 
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the  fact  that  in  many  cases  the  parathyroid  glands  have  been  removed 
along  with  the  thyroid  in  antmal  experiments.  Now  the  remov  al  of 
the  parathyroids  in  dogs  (on  which  the  experiments  have  generally 
been  performed)  leads  to  a  series  of  symptoms  arising  from  the  central 
nervous  system,  and  these  are  not  afTeeted  by  thyroid  medication. 
When  tlie  thyroid  alone  is  renio\'ed,  the  symptoms  are  relieved  by 
either  thyreoglobulin  or  thyroid  extract,  and  the  former  therefore 
represents  the  whole  therapeutic  virtues  of  thyroid  extract,  although 
it  is  possible  that  the  gland  may  have  other  functions  than  secretion. 
Th>Toid  preparations  are  thus  used  to  replace  the  secretion  of  the 
thyroid  gland^  when  it  is  deficient  from  any  cause, 

Action. — The  thyroid  extracts  and  thyreogiobulin  seem  to  be  devoid 
of  effect  in  many  normal  animals  and  patients,  unless  when  given  in 
enormous  quantities.  In  others  they  cause  some  unpleasant  s>Tnptoms, 
which  occur  more  especially  in  myxcedema  and  goitre.  These  symptoms 
are  partly  subjective  and  indefinite,  such  as  headache,  wandering 
pains,  or  general  weakness^  while  others  are  evidently  due  to  circulatory 
changes,  and  consist  of  a  feeling  of  fullness  and  congestion  of  the  head, 
palpitation  of  the  hcartj  and  acceleration,  sometimes  weakness,  of  the 
puJse,  Tremors  in  the  arms  and  legs  point  to  changes  in  the  central 
nervous  system,  while  loss  of  appetite  and  diarrhoea  indicate  that  the 
alimentary  canal  is  not  exempt  from  its  influence.  Perspiration  is 
often  complained  of,  especially  in  myxcedema,  and  a  rise  of  temperature 
also  occurs  not  infrequently.  The  most  striking  effect  in  the  majority 
of  cases  is  a  rapid  loss  of  weight. 

In  normal  animals  thyroid  extract  injected  intravenously  in  large 
quantities  is  said  to  accelerate  the  heart  and  lower  the  blood- pressure 
sometimes,  an{l  even  when  given  by  the  mouth  repeatedly  for  several 
days,  it  may  cause  some  acceleration.  This  acceleration  of  the  heart  has 
been  attributed  by  some  investigators  to  stimulation  of  the  accelerator 
centre,  by  others  to  direct  action  on  the  heart;  it  does  not  seem  to  be 
due  to  any  changes  in  the  inhibitory  apparatus  and  is  not  by  any  means 
an  invariable  result  of  thyroid  treatment,  In  some  instances  in  which 
it  is  induced  in  animals  by  prolonged  treatment  with  large  doses,  it 
may  arise  from  the  metabolic  changes  or  from  the  effects  on  the  intestine. 

Loss  of  flesh  and  thirst  have  been  obser\'ed,  even  when  tlie  appetite 
13  good  and  sufficient  food  and  water  are  supplied.  The  urine  is 
uniformly  increased  in  amount.  A  number  of  observers  have  found 
that  the  continued  administration  to  animals  of  thyroid  preparations 
in  large  amounts  leads  to  diarrhcea,  muscular  weakness,  especially  in 
the  hind  extremities,  emaciation,  gaBtro-enteritis,  nephritis,  and  fatty 
degeneration  of  various  organs*  In  other  instances  no  such  symptoms 
have  been  elicited,  the  animals  remaining  perfectly  normal  after  pro- 
longefl  treatment.  Different  species  of  animals  vary  greatly  in  their 
susceptibility  to  thyroid  treatment,  and  this  may  explain  some  of  the 
armmalous  results  recorded.  In  other  instances,  the  absence  of  symp- 
toms may  have  been  due  to  the  extract  having  been  prepared  from 
thyroids  containing  little  iodine. 
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As  may  be  gathered  from  tlie  above,  great  discrepancies  occur  in 
the  accounts  of  the  etfects  of  tLiyroid  on  normal  animals.  The  fall 
in  weij^ht  seems  to  be  the  most  common  result. 

The  etfects  of  thyroid  extract  on  the  Metabolism  ha^'e  been  repeatedly 
examined,  with  very  uniform  results.  One  of  the  most  striking  features 
in  many  individuab  is  tlie  rapid  loss  of  wei^ht^  which  often  amounts 
to  several  pounds  per  week.  Another  is  the  increase  in  the  amount  of 
nitrogen  in  the  urine,  which  occurs  both  in  goitre  and  mjTEoedema, 
and  very  often  in  apparently  nnmial  persons.  More  nitrogen  is  excreted 
in  the  urine  frec|uently  than  is  taken  in  the  food,  that  is  to  say,  the 
treatment  leads  to  the  destruction  of  the  proteins  of  the  tissues.  If 
more  nitrogenous  food  be  given,  however,  this  may  be  arrested,  and  in 
fact  if  large  quantities  of  meat  be  taken^  less  nitrogen  may  be  excreted 
than  is  taken  in  the  food,  so  that  although  the  patient  is  losing  m  weight, 
he  may  be  actually  increasing  in  nitrogenous  tissue.  The  increase  in  the 
nitrogenous  excretion  is  not  stayed  by  the  administration  of  carbo- 
hydrates and  fats  on  the  other  hand,  because  the  glycogenic  func- 
tion of  the  liver  is  disorganized  by  thyroid  treatment.  The  increase 
in  the  nitrogen  of  the  urine  is  accounted  for  almost  entirely  by  the 
increase  in  the  urea;  the  ammonia  shows  a  wry  slight  rise,  while  the 
uric  acid  and  the  creatinin  remain  almost  unchanged;  some  creatin 
appears  in  the  urine.  The  increased  waste  of  the  proteins  only  accounts 
for  about  one-sixth  of  the  loss  of  weight,  the  other  five-sixths  being 
evidently  dtie  to  the  more  rapid  oxidation  of  fats  and  the  removal  of 
fluid  from  the  body.  The  more  rapid  oxidation  is  further  evidenced 
by  the  increased  amount  of  oxygen  absorbed  and  of  carbonic  acid 
exhaled  by  the  lungs  in  cases  of  myxoprfema,  and  sometimes  in  obesity 
and  goitre  treated  with  the  extract.  The  removal  of  fluid  from  tlie 
body,  perhaps  the  most  potent  factor  in  reducing  the  weight  in  tliese 
cases,  is  shown  by  diuresis,  which  occurs  in  mj^xocdema  especially,  but 
also  in  obesity.  This  diuresis  has  been  ascribed  to  some  specific  action 
on  the  kidney,  or  to  the  changes  in  the  circulation,  but  may  perhaps 
be  due  to  the  increased  excretion  of  urea  and  other  urinar>-  substances* 
That  the  kidney  is  acted  on  in  some  cases  is  shown  by  the  occasional 
apjjearance  of  albumin  in  the  urine  of  patients  treated  with  thyroid 
preparations.  The  phosphates  excreted  are  increased  in  the  same 
ratio  as  the  nitrogen,  and  the  increase  is  obviously  tlue  to  the  same 
cause,  augmented  protein  waste* 

In  some  cases  sugar  has  been  found  in  the  urine  after  tliyroid  treat- 
ment, and  in  a  considerable  percentage  of  persons  it  seems  to  cause  a 
tendency  to  giv  cosuria,  as  is  shown  by  the  appearance  of  sugar  in  the 
urine  after  the  ingestion  of  large  quantities  of  sugar,  which  would 
normally  be  oxidized  in  the  tissues.  After  tliyroid  feeding  the  liver  is 
found  to  contain  only  traces  of  glycogen  owing  to  an  inhibition  of  the 
glyt*ogcnic  function^  and  this  may  contribute  to  the  increased  elimi- 
nation of  nitrogen  in  the  urine  (Cramer  and  Kniuse). 

The  tJiNToid  extract  loses  its  therapeutic  efhcac\'  if  it  is  completely 
digested  by  tlie  pancreatic  juice.    Yet  thyroid  extract  gi\en  by  the 
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tnouth  is  highly  effective;  this  seems  to  indicate  that  some  of  the 
thyreoglobulin  Ls  absorbed  from  the  intestine  unchanged,  or  at  any 
rate  without  having  undergone  complete  hydrolysis. 

After  thyroid  preparations  have  been  administered,  iodine  is  found 
in  the  urine  in  the  form  of  iodides,  so  that  the  iodine  compound  is 
evidently  decomposed,  at  any  rate  in  part,  in  the  body.  The  rest  of 
the  iodine  is  taken  up  by  the  thyroid  gland* 

The  absence  or  atrophy  of  the  thyroid  gland  in  young  animals  or 
children  arrests  the  growth  both  physical  and  mental,  and  on  the  other 
hand  treatment  with  thyroid  extract  may  accelerate  the  growth  in  many 
cases.  In  contrast  with  this,  tadpoles  fed  with  thyroid  cease  to  grow 
in  size,  while  their  development  is  accelerated  (Gudernatch),  in  fact  the 
the  quantity  of  thyreoglobin  in  preparations  of  the  gland  may  be 
estimated  by  the  rate  of  growth  of  tadpoles  fed  on  it. 

Hunt  has  recently  made  the  obser^  ation  tliat  the  adminbtration  of 
tliyroid  extract  diminishes  the  susce[)tibility  of  mice  to  acetonitril 
(CHjCN),  a  poison  which  seems  to  act  )>y  freeing  prnssic  acid  in  the 
tissues,  and  the  degree  of  protectiun  afforded  varies  directly  with  the 
amomit  of  iodine  of  the  gland.  On  the  other  hand,  it  increases  the 
susceptibility  of  rats  to  the  same  poison,  and  morphine  is  more  toxic 
to  both  mice  and  rats  when  they  ha\'e  been  treated  with  thyroid  for 
aonie  time  previously.  The  presence  of  even  very  minute  quantities 
of  th,\Toid  extract  may  be  demonstrated  by  feetliug  these  animals  with 
it  and  testing  their  resistance  to  these  poisons. 

Ill  regard  to  their  reaction  to  thyroid  medication,  individuals  vary  consid- 
erably, for  many  are  scarcely  afTected  by  it  in  any  way,  and  this  is  particu- 
larly true  of  children,  while  others  loee  weight  rapidly,  and  under  larger  doses 
show  symptoms  of  poisoning  (tbyroidism) .  These  sccin  to  be  more  easily 
elicital  in  goitre  and  myxcedcma  than  in  ordinary  cases. 

The  fact  that  tbyroidism'*  occurs  more  frequently  in  myxoedematous 
than  in  normal  persotis  eeems  difhcult  of  explanation,  and  it  has  been  sug- 
gested that  the  syniptoma  are  due^  not  to  the  extract  itself,  but  to  the  products 
of  its  action.  It  may  be  supposed  that  in  myjtcedema  a  large  amount  of  some 
substance  accumulates  in  tfie  tissues,  because  the  secretion  is  not  preisent  in 
sufficient  quantity  to  decompose  it',  and  that  when  the  thyroid  treatnient 
is  commenced,  the  body  \s  flotwied  with  the  products  of  decompositiou  and  these 
give  ri&e  to  symptoms.  In  normal  persona,  on  the  other  hand^  there  is  no  such 
accumulation^  and  the  extract  therefore  induces  no  aymptoraa  until  it  is  given 
in  such  quantity  as  to  induce  intoxication  itself.  For  some  years  the  view  has 
prevailed  that  exophthalmic  goitre,  or  Graves'  (Basedow'a)  disease,  arises  from 
an  excess  of  the  specific  secretion  of  the  gland  being  poured  into  the  general 
circulation,  and  a  good  deal  of  ingenuity  has  been  employed  in  showing  that  the 
symptoms  of  Graves'  disease  may  be  induced  by  the  admiaiatralson  of  thyroid 
dxtracta.  Unbiassed  examiimlion  indicates,  however,  that  tbyroidism  and 
Graves'  disease  are  quite  distinct  conditions,  which  have  few  features  in  common 
and  which  offer  many  contraats.  None  of  the  more  characteristic  symptoms  of 
exophthalmic  eoitre  have  been  observed  in  man  or  animais  from  the  administra- 
tion of  th>Toid  preparations. 

Iodine,  as  has  been  stated,  incre^es  the  iodine  of  the  gland^  and^  this  explains 
the  beneficial  effects  formerly  seen  io  goitre  from  the  application  of  iodine 
internally  and  locally.  When  iodine  was  efficient  in  those  cases,  and  any  con- 
siderable dimiiiution  of  the  gland  occurred,  it  was  often  accompanied  by  syrap- 
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toira  eaoM^tly  reseiobUQg  thoe«  produced  by  large  doses  of  the  extract.  Those 
aymptomB  were  caused  by  small  quaiiLitics  in  aome  patienls,  while  much  larger 
doees  had  no  such  effect  in  others — a  fact  which  gave  rise  to  some  discussion 
and  several  erroneous  theories.  Sometimes  the  acute  ^poaptcuns  passed  into  a 
cachexia  of  very  long  standing.  The  quantity  of  iodine  required  to  act  in 
goitre  is  much  ereater  than  the  iodine  of  the  thyroid  extract  necessary,  and  this 
shows  that  the  Tatter  acts  not  merely  as  an  iodine  compound,  but  as  uie  specific 
substance  of  the  gland.  If  the  th}'Toid  gland  ti^ue  is  intact  and  capable  of 
functioning,  iodine  or  iodides  are  useful  in  these  cases  of  thyroid  ineflliciency 
because  they  lead  to  the  fomiation  of  thyreoglobutiu.  But  when  the  secretory 
eeltij  of  the  gland  are  entirely  destroyed,  iodine  cannot  give  relief  because  no 
tliyreoglobullu  can  be  formed;  here  the  specific  secretion — thyreoglobulin — 
itself  must  be  supplied.  Various  iodine  compounds^  such  as  iodalhumin  and 
iodosporiQin  (the  iodine  compound  of  the  sponge)  have  been  showii  to  be  prac- 
tically inert  in  goitre. 

Preparations. 

Thyroideum  Siccum  (B.  P.,  U,  S,  P,),  a  powder  prepared  from  the  fresh 
and  healthy  thyroid  gland  of  the  sheep.  It  forma  a  light,  dull-brown  powder 
with  a  faint,  meat-like  odor  and  taste,  free  from  any  odor  of  putrescence.  It 
must  contain  0.2  per  cent,  of  iodine  in  thyroid  combination.  One  part  of  dried 
gland  corresponds  to  about  &ve  parts  of  fresh  gland.  Dose,  0.1  G.  (1^  grs.); 
B.  P.,  3^10grs. 

Thyroid  medication  may  be  carried  out  in  a  number  of  different  ways. 
The  old  method  of  ordering  the  raw  or  toasted  gland  to  be  taken  daily  may 
now  be  said  to  be  rendered  obsolete  by  more  eie^nt  preparations^  such  as 
dried  thyroid  or  thyroid  extract  in  powder  form  or  in  pills  or  tablets-  These 
ought  not  to  lie  prescribed  in  large  quantities,  as  they  are  liable  to  undergo 
putrefaction  unless  when  carefully  kept;  satisfactory  results  can  be  expected 
only  when  the  preparation  has  been  assayed  for  iodine.  The  dose  should  be 
small  at  first  {«,  g,-,  one  gr.  of  the  dried  gland  every  evening  for  the  £rst  week  of 
treatmeut),  and  should  De  gradually  increased*  untU  improvement  sets  in  or 
unpleasant  symptoms  arise. 

Therapeutic  Uses. — ThjToid  extract  is  not  a  dangerous  remedy, 
unless  in  certain  cases.  In  myxoedema,  howe\'er,  it  should  be  used 
with  care,  especially  if  the  heart  is  seriously  affected,  as  the  cardiac 
muscle  may  be  unable  to  meet  the  requirements  of  the  accelerated 
rhythm;  several  serious  eases  and  one  or  two  fatalities  have  already 
been  recorded  in  these  conditions. 

Thyroid  extract  is  useful  as  a  substitute  for  the  normal  gland  secre- 
tion in  cases  where  the  latter  is  wanting  or  deficient;  thus  in  atrophy 
of  the  thyroid  in  adults  (myxocdenia),  after  its  extirpation  {cachexia 
thyreopriva),  and  in  its  congenital  absence  or  atrophy  (sporadic  cretin- 
ism) the  most  remarkable  improvement  follows  its  use,  the  patients 
from  a  condition  of  idiocy  regaining  practically  normal  intelligence. 
It  is  of  the  first  importance  to  commence  the  treatment  as  soon  as  the 
condition  is  recognized  and  to  continue  it  with  careful  obserxstion 
throughout  life,  for  its  abandonment  leads  to  a  speedy  relapse  to  the 
former  condition.  At  the  same  time  the  dose  should  not  be  larger  than 
is  necessary  and  may  have  to  be  varied  from  time  to  time  as  circuiu- 
stances  change.  Unless  the  treatment  is  begun  early  no  complete 
return  to  the  normal  is  obtained,  although  improvement  is  observed 
even  in  neglected  cases. 
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The  use  of  thyroid  preparations  in  these  conditions,  in  which  the 
gland  is  atrophied*  is  readily  understood.  On  the  other  hand  it  seems 
anomalous  to  employ  it  in  cases  of  enlargement  of  the  gland  (goitre)* 
Yet  great  improvement  is  seen  from  thyroid  treatment  in  many  of 
these  cases.  In  goitre  the  gland  is  enlarged  (hyperplasia),  hut  this 
does  not  indicate  an  excessive  formation  of  secretion,  but  the  reverse; 
the  gland  hypertrophies  in  an  effort  to  compensate  for  the  poverty  of 
its  secretion  in  thyreoglobulin  and  iodine,  and  when  the  condition  is 
treated  with  thyroid  extract  the  hyperplasia  lessens  and  the  gland 
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A  ca»e  of  spciradic!  cretinism,  f  ig.  67,  before  treatment,  ago  tu-cnty-thms  manlhs, 
heiEht  28  inchcB,  clrcumrcrcnce  of  the  abdomen  19  inches.  Fig,  G8t  after  trealmeut  wtlh 
thyroid  extract  fur  51  montbe,  height  3Q  inches,  drcumferencc  of  abdomen  IG  inches, 
(Osier,) 


assumes  its  normal  condition  as  far  as  the  secretory  epithelium  is 
concerned,  though  it  may  be  enlar^^ed  through  the  presence  of  large 
colloid  masses.  The  treatment  of  goitre  with  thyroid  extract  is  thus 
of  the  same  nature  as  the  treatment  of  thyroid  atrophy,  for  though 
the  gland  is  enlarged  it  is  unable  to  fulfil!  its  function.  Goitre  does  not 
require  the  permanent  use  of  thyroid  as  a  general  rule;  the  treatment 
is  carried  on  only  until  tlie  gland  is  reduced  in  size. 

The  decrease  in  weight  occurring  in  thyroid  medication  suggested  its 
use  in  obesity,  and  it  has  been  followed  by  some  loss  of  weight  in  a 
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certain  number  of  cases,  especially  when  acconipanietl  by  proper  dietetic 
treatment.  In  many  instances  it  has  had  Jittle  or  no  effectr  however,  and 
the  initial  encouraging  action  is  seldom  maintained  when  the  treatment 
is  continued,  the  daily  loss  of  weight  gradually  becoming  smaller  until 
it  ceases  altogether*  The  amomit  of  fat  actually  destroyed  seems  to  be 
triflings  Maginis-Levy  estimating  that  about  one  pound  disappears 
in  ten  days,  which  is  mucli  less  than  can  be  got  rid  of  by  judicious 
exercise  and  an  appropriate  dietary.  Besides,  the  continued  use  of 
thyroid  in  these  cases  is  not  altogether  devoid  of  danger.  Several 
authorities  state  that  in  some  cases  the  dietetic  treatment  fails  unless 
it  is  accompanied  at  first  by  thyroid  medication;  tJaey  therefore  give  a 
few  doses  of  thyroid  to  initiate  the  treatment  and  continue  it  by  dietetic 
measures*  Many  of  the  antifat  remedies  put  on  the  market  contain 
th^Toid  extract  and  tbeir  continued  use  has  led  to  serious  symptoms 
in  a  number  of  cases. 

In  some  skin  diseases,  especially  in  psoriasis^  it  has  been  of  benefit,  though 
Jiot  by  any  means  invariably,  and  in  syphilis  of  old  standing  some  improvement 
been  seen.  This  is  probably  due  to  the  icKhne  contained,  and  not  to  the 
specific  gland  secretion.  At  the  same  time  the  peculiar  combination  in  which  the 
iodine  is  present  may  perhaps  be  more  eaaily  made  use  of  by  the  economy  than 
the  ordinary  inorganic  preparations. 

The  improvement  seen  in  the  brain  symptoms  in  myxcedema  and  cretinism 
suggested  its  use  in  other  mental  diaeaaes,  but  the  action  in  the  former  is  due 
to  ita  substitution  for  the  normal  secretion,  and  little  or  no  effe*;t  haa  followed 
in  ordinary  cases  of  mental  disease. 

In  Graven'  disease,  th>Toid  treatment  is  generally  injurious,  or  at  least  l^ads 
to  no  improvement.  But  in  some  cases  very  small  do«es  have  proved  valuable, 
probably  because  in  those  cases  the  hyperplasia  of  the  gland  was  passing  into 
atrophy. 
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Xm.  SULPHITES, 

The  sulphites^  an  uiiiiiiportant  group  of  bodies  from  a  therapeutic  point 
of  vieWj  are  rapidly  oxidised  to  sulphatea  in  contact  with  Hving  matter, 

Injetited  into  frogs,  sulphite  of  sodium  causes  great  muscular  weakness  and 
deprBssiou,  and  ev^entually  paralysis  of  the  central  nervous  ayateiiit  begitiaiug 
in  the  brain  and  descending  to  the  spinal  cord.  Later,  the  heart  becomes  weak 
and  ceases  in  diastole,  and  the  peripheral  nerve  termiDationa  and  the  muficlcs  are 
paralyzed.  In  the  dog  and  cat  subcutaneous  injection  causes  nausea,  vomitiogj 
restlessness  and  dyspncea,  and  great  muscular  weakness,  ending  in  arrest  of  the 
respiration,  and  a  Jittle  later  of  the  heart.  In  the  rabbit  the  iyinptoms  consist 
of  dyapncea  and  muscular  weakness  without  loss  of  spontaneous  movement. 

Intravenous  injection  shows  that  the  chief  seat  of  action  of  the  sulphites  la 
the  medulla  oblongata*  in  which  they  depress  the  respiratory  and  vasomotor 
centres.  The  heart  ia  acted  on  directly  apparently,  fur  the  pulse  is  slow,  and 
the  muscular  walla  of  the  vessels  are  also  weakened. 

If  large  quantities  be  absorbed  rapidly,  they  prove  immediately  fatal,  but 
if  the  respiration  ia  kept  up  for  a  short  time,  recovery  may  follow,  because 
the  poisonous  sulphite  ia  changed  to  the  hannle&a  sulphate  and  excreted- 
Almost  ail  of  the  sulphate  absorM  into  the  blood  is  oxidised  to  the  sulphate, 
a  mere  trace  being  excreted  in  the  urine  unchanged.  The  tliiosulphate  is 
apparently  oxidized  with  greater  difficulty,  for  Walko  found  30^50  per  cent, 
eliminated  by  the  kidneys  unaltered. 

Much  larger  quantities  are  required  to  poison  animals  when  given  by  the 
mouth  than  when  injected  subcutaueously,  because  the  salt  is  changed  t^j  the 
harmleaa  sulphate  before  it  reaches  the  bIoi>d.  Some  irritation  of  the  stomach 
is  caused  from  the  sulphurous  acid  being  freed  by  the  gastric  juice,  and  thia 
inducesa  vomiting  in  the  dog. 

Large  doses  of  sulphites  have  been  taken  by  man  without  symptoms  of 
poisoning  being  induced.  Even  30-40  gms.  are  said  to  have  been  swallowed, 
but  in  most  preparations  of  sulphite  a  large  proportion  of  sulphate  ia  present, 
and  it  is  impossible  to  state  how  much  sulphite  was  really  coutaiued  m  these 
doses.  Symptoms  of  gaatric  and  intestinal  irritation  have  been  induced  by 
comparatively  small  quantities. 

Sodii  Sulphis  (B.  P.)  (NaiS0t+7H,0),  a  soluble  salt  which  oxidi:5ea  to  the 
sulphate  in  the  air,  is  feebly  alkaline  and  has  a  eooU  saline  taste.  6-20  grs. 

Sodii  Thios\dphas  (U.  S.  P.)  (NaiS,Oa-J-5HiO),  "sodium  h>TWBuIphile,"  ia 
very  soluble,  has  a  cool,  saline  taste  and  ia  neutral  in  reaction.    I  G.  (15  gra.). 

Solutions  of  these  salts  have  been  used  to  a  limited  extent  aa  antiseptic 
mouth-washea  in  aphthfE-,  and  have  been  prescribed  in  some  forms  of  fermen- 
tation in  the  stomach.  They  were  formerly  reputed  to  be  of  benefit  in  cases 
of  pyeemia  from  their  supposed  action  as  antiseptics  in  the  blood,  but  have 
never  proved  to  be  of  any  real  value. 
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XLm.  HYDRATES  AND  CARBONATES  OF  THE  ALKALIES. 

The  hydrates  and  carbonates  of  potassiiini,  sodium  and  Utbium 
owe  their  pharmacological  action  entirety  to  the  non-inetalUc  ion» 
which  is  so  much  more  powerful  than  the  metal  that  the  latter  may 
be  discounted.  In  the  hydrates  the  active  constituent,  then,  is  ^OH. 
The  carbonates  and  bicarbonates  dissociate  into  K-  or  Na-ions  and 
— COj.  but  the  latter  rapidly  combines  with  the  hydrogen  of  the  water 
and  thus  frees — OH,  so  that  the  final  effect  is  the  same  as  if  a  hydrate 
had  been  administered,  except  that  the  car1x>nates  are  less  rapidly 
dissociated  than  the  hydrates,  and,  less — OH  being  formed,  are  less 
violent  in  their  action.  This  hydroxyl  ion,  then,  is  what  induces  the 
alkaline  reaction  of  the  solutions  and  their  pharmacolojjical  effect, 
the  metallic  ion  only  serving  as  a  means  of  applying  the  hydroxyl  ion, 
but  not  affecting  the  pharmacological  action.  In  other  words  the 
alkalinity  fhydroxyl  ion)  of  the  hydrates  and  carbonates  determines 
their  action;  the  metal  has  no  practical  importance. 

It  is  therefore  erroneous  to  take  the  hydrates  and  carbonates  as  typifying 
the  action  of  potassium  or  sodium,  for  in  these  the  metallic  action  is  much  1^ 
distinct  than  in  the  chlorides,  the  Cl-ion  being  practically  inert,  while  the 
hydroxj^l  is  exceedingly  poisonous. 

It  may  be  remarked  in  passing  that  the  importance  of  the  reaction  between 
alkalies  and  acids  lies  not  in  the  combination  of  the  metal  with  the  anion  of  the 
acid,  but  in  the  combination  of  the  powerful  hydro3ty!  ion  with  the  hydrogen 
ion  of  the  acid.  In  the  effects  of  pota^ic  hydrate  in  the  stomach,  the  main 
importance  is  to  be  att-achcd  not  to  the  potassic  chloride  formed,  but  to  the 
water  (K — HO+H — C1  =  K — CI+HjO),  for  the  potassium  and  chloride  ions 
remain  unchanged  by  the  operation,  while  the  hydroxyl  and  the  hydrogen  ions 
disappear. 

Action, — The  pharmacological  action  of  tbb  group  is  due  to  their 
powers  of  neutralizing  acids  and  of  dissolving  proteins  and  changing 
them  to  alkali-proteins,  and  in  a  less  degree  to  their  saponifx  ing  fat. 
They  have  in  addition  the  ordinary  salt-action,  and  in  concentrated 
solutions  withdraw  fluid  from  the  tissues. 

The  solution  of  proteins  by  the  alkalies  and  the  characters  of  the 
compounds  thus  formed  ontside  the  body  are  well  known  and  need 
not  be  entered  into  here.  The  same  solvent  action  is  observed  in  the 
living  tissues  whenever  the  hydrates  and  carbonates  come  in  contact 
with  them  in  sufficient  concentration.  The  hydrates  are,  of  course^ 
much  more  powerful  solvents  than  the  carbonates,  and  tliese  tlmn  the 
bicarbonates.  In  very  dilute  solutions  this  solvent  action  is  exercised 
only  on  the  superficial  tissues,  but  when  stronger  solutions  are  used, 
or  when  even  weak  solutions  remain  long  in  contact  with  the  tissues, 
they  tend  to  penetrate  more  deeply  and  cause  widespread  destruction 
or  corrosion.  Tliese  bodies  form  soluble  compounds  \^ith  the  proteins 
and  are  only  slowly  neutralized  by  the  tissue:^,  so  that  no  such  barrier 
is  raised  against  their  penetration  as  is  met  by  some  other  corrosives. 

Applied  to  the  Skin  weak  solutions  dissolve  the  superficial  layer  of 
horny  matter  and  the  oily  secretions  of  the  glands,  and  thus  cle&nse 
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the  surface  more  thoroiijj;hly  than  water  or  solutions  of  neutral  salts. 
When  applied  for  some  time,  they  penetrate  more  deeply  and  cause 
same  slight  irritation  and  redness.  Concentrated  solutions  dissolve 
the  skin  and  cause  necrosis  of  the  deeper  tissues,  generally  covered 
by  a  semi  transparent  crust  which  falls  off  in  the  course  of  a  few  days, 
leaving  an  ulcer.  The  solutions  of  the  carbonates  are  much  less 
corrosive  than  those  of  the  hydrates,  and  induce  actual  lesion  of  the 
skin  only  under  exceptional  circumstances,  such  as  very  prolonged 
application, 

In  the  Mouth,  the  hydrates  and  carbonates  have  a  characteristic 
"alkaline"  taste»  and  dissolve  the  superficial  layers  of  the  lining 
membrane  and  the  mucus  of  the  secretions.  The  lips,  tongue,  and 
gums  assume  a  bright  red  color  from  tlie  irritation  and  feel  soapy  to 
the  touch.  Concentrated  solutions  may  cause  deep  corrosion,  as  in 
the  skin,  while  very  weak  solutions  have  no  effect  except  the  char- 
acteristic taste  and  a  reflex  flow  of  saliva.  The  corrosion  caused  by 
strong  solutions  extends  to  the  throat  and  oesophagus,  and  may  either 
prove  immediately  fatal  or  may  give  rise  to  cicatrices  subsequently. 

The  elfect  of  the  hydrates  and  carbonates  in  the  Stomach  has  been 
much  disputed,  and  even  now  it  is  impossible  to  explain  some  of  the 
therapeutic  results.  Small  quantities  are  undoubtedly  neutralized  by 
the  hydrochloric  acid  of  the  gastric  juice  and  act  no  lonjjer  from  their 
alkalinity,  but  merely  from  their  effects  as  salts,  if  at  alK  Larger 
quantities  render  the  contents  of  the  stomach  neutral  or  alkaline  and 
thus  prevent  gastric  digestion.  Very  concentrated  solutions  corrode 
the  walls  of  the  stomach  aiid  may  prove  immediately  fatal  from  caus- 
ing perforation  into  the  peritoneal  cavity,  while  if  the  corrosion  is  not 
so  severe,  and  the  patient  recovers  from  the  shock  and  collapse,  gastric 
ulcer  and  cicatrices  maj^  result. 

It  is  very  frequently  stated  that  alkalies  and  alkaline  carbonates 
induce  a  more  rapid  secretion  of  the  gastric  juice,  In  fact,  some 
writers  go  so  far  as  to  assert  that  it  is  impossible  to  render  the  con- 
tents of  the  stomach  alkaline  except  by  the  use  of  poisonous  doses, 
because  the  gastric  juice  is  so  rapidly  augmented  by  the  alkalies. 
This  belief  seems  to  be  founded  on  the  old  aphorism  amiraria  contra- 
rtis  stiviulaniur,  which  proves  to  have  no  greater  basis  in  fact  than 
other  similar  dogmas.  It  has  been  demonstrated  experimentally  in 
dogs  that  alkaline  carbonates,  whether  given  by  the  mouth  or  injected 
into  the  stomach  through  a  gastric  fistula,  do  not  influence  the  gastric 
secretion,  and  Reichmann  has  recently  shown  that  in  man  distilled 
water  increases  the  free  acid  and  the  clilorides  of  the  stomach  con- 
tents as  much  as  an  equal  amount  of  an  alkaline  solution.  The  only 
satisfactory  examinations  of  the  question,  therefore,  show  that  the 
alkalies  have  no  effect  i^hatsoever  on  the  activity  of  the  secretory 
glands  of  the  stomach.  On  the  other  hand,  they  may  aflect  the  juice 
already  secreted  by  making  it  neutral  or  even  alkaline,  and  may  thus 
render  it  entirely  useless  for  digestion  and  di:iinfectiou>  Of  course 
in  h^'peracidity  of  the  stomach,  the  alkalies  may  he  of  benefit  by 
lessening  the  amount  of  free  acid  present. 
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Dilute  solutions  of  the  alkalies  may  act  as  slight  irritants  to  the 
stomach  wall  and  thus  improve  its  circulation,  and  lessen  pain,  eruc- 
tation and  distention,  vcr>^  much  in  the  same  way  as  other  sVigUt  gas- 
tric irritants,  such  as  the  volatile  oils.  In  the  case  of  the  carbonates 
ami  bicarbonates,  this  carminative  action  may  he  strengthened  by  the 
carbonic  acid  liberated  by  the  hydrochloric  acid.  In  addition,  they 
tend  to  render  the  mucus  less  tenacious,  or  may  dlssoh  e  it  completely, 
and  thus  improve  the  condition  of  the  stomach.  Their  effects  on  the 
mo\  ements  of  the  stomach  require  furtlier  investigation.  The  pylorus 
opens  normally  for  the  escape  of  the  gastric  contents  only  when  the 
reaction  is  distinctly  acid,  and  xt  would  therefore  be  expected  that  alkali 
would  delay  the  discharge  into  the  duodenum;  but  on  the  other  hand 
neutral  fluids  pass  rapidly  through  the  stomach.  It  is  therefore  possible 
that  alkali  may  delay  the  evacuation  of  the  stomach  when  given  with 
solid  foodj  but  may  have  less  effect  when  taken  with  abundant  water. 
The  arrival  of  acid  in  the  duodenum  normally  causes  constriction 
of  the  pyloric  orifice,  and  this  may  perhaps  be  lessened  when  alkalies 
are  given,  particularly  in  cases  of  hyperacidity;  but  the  action  of 
alkali  on  this  reflex  is  still  undetermined. 

Ill  the  small  Inteattne  the  alkalies  have  been  shown  to  have  an  in- 
iiirect  eflect,  through  their  diminishing  the  acidity  of  the  gastric 
juice.  The  secretion  of  the  pancreas  is  normally  augmented  on  the 
passage  of  an  acid  fluid  through  the  pylorus,  and  if  the  acidity  of 
this  fluid  be  reduced  by  the  administration  of  alkalies^  a  much  smaller 
quantity  of  ]3aiicreatic  juice  is  thrown  into  the  intestine-  This  may 
again  render  the  digestion  less  complete^  although  the  greater  alkaUnity 
of  the  intestinal  contents  tends  to  increase  the  efficiency  of  the  ]ian- 
creatic  juice  already  secreted.  On  the  other  hand,  in  cases  of  hyper- 
acidity of  the  stomach,  the  administration  of  alkalies  may  render  the 
contents  of  the  intestine  leas  irritant,  and  tJius  tend  to  allay  catarrh. 

The  alkalies  administered  in  medicinal  doses  seem  to  have  no  effect 
on  the  intestinal  putrefaction.  Kast  states  that  very  large  quantities 
(15  G.,  i  oz.)  increase  the  putrefaction,  probably  through  neutralizing 
the  disinfectant  gastric  juice. 

'  The  alkalies  have  been  believ  ed  to  have  some  special  action  on  the 
Secretion  of  Bile;  thus,  it  has  been  supposed  that  they  rendered  the 
bile  more  alkaline  and  tended  to  dbsolve  the  mucus  contained  in  it, 
that  they  prevented  the  deposition  of.  and  even  dissolved  gall-stones* 
or  that  they  increased  the  secretion  of  bile  and  thus  swept  them  out 
of  the  jLratl-bladder.  All  of  those  theories  have  been  overthrown  by 
the  investigations  of  Stadelmann  and  Ids  pupils^  who  have  shown  that 
alkaline  salts  do  not  increase  the  secretion  of  bile,  are  not  excreted  in 
it,  and  do  not  cause  any  change  in  its  reaction.  Any  efTect  which  the 
alkaline  carbonates  or  hydrates  may  possess  in  hepatic  diseases  would 
therefore  seem  due  to  their  effects  in  the  duodenum. 

The  prolonged  administration  of  very  large  doses  of  the  alkaline 
carbonates  and  bicarbonates  causes  chronic  gastro-enteritis  in  animals, 
and  may  thus  prove  fatal  to  them. 
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Absorptiijn, — Both  hydrates  and  carbonates  disappear  rapidly  from 
the  stomach  and  intestine,  although  the  bicarbonate  of  soda  is  some- 
times credited  with  some  laxative  action;  this  may  not,  however,  be 
due  to  the  same  causes  as  in  the  case  of  the  saline  cathartics.  All 
alkalies  are  neutraliKecl  by  the  carbonic  acid  of  the  tissues  and  circulate 
in  ttie  blood  in  the  form  of  neutral  bicarbonates.  Tliis  does  not  alter 
the  reaction  of  the  blood  as  ordinarily  understood;  thus  if  the  reaction 
with  litmus  be  taken  before  and  after  the  administration  of  alkali,  it  is 
found  to  be  unaltered.  On  tbe  other  hand  if  the  plasma  be  titrated  T\  ith 
an  acid,  more  is  required  after  an  alkali  has  been  administer^,  provided 
the  carbonic  acid  is  driven  olT  during  the  titration.  After  alkaii  treat- 
ment then,  the  reaction  of  the  blood  is  unchanged  but  the  alkali  avail- 
able for  the  neutralization  of  acid  is  augmented.  Even  when  the  alkali 
adniinistered  has  been  neutralized  by  the  gastric  juice,  the  body  is 
rendered  more  alkaline,  because  a  certain  amount  of  the  carbonate  of 
the  blood  and  tissues  is  spared,  which  would  normally  have  been  used 
to  neutralize  the  hydrochloric  acid  before  it  could  be  reabsorbed.  This 
condition  of  augmented  alkalinity  can  only  last  a  short  time,  however, 
as  the  excretory  glands  at  once  proceed  to  remove  the  excess. 

It  was  formerly  supposed  that  the  alkalinity  (hydroxyl  concentra- 
tion) was  actually  increased  by  alkali  taken  by  the  mouth  and  this  was 
believed  to  influence  the  Metabolism,  because  many  oxidati\'e  processes 
are  accelerated  outside  the  body  when  the  reaction  is  renderei!  alkaline. 
But)  as  has  been  stated,  the  alkalinity  is  not  increased  in  the  tissues, 
but  only  the  available  alkali,  so  that  the  analogy  does  not  hold.  And 
examination  of  tlie  metabolism  under  alkali  shows  that  the  tissue  chan^ 
is  very  little  altered.  The  investigators  of  the  subject  have  generally 
confined  their  attention  to  the  effects  of  alkalies  on  the  products  of 
metabolism  excreted  in  the  urine,  and  have  found  the  total  nitrogen 
excreted  to  be  unchanged  in  a  considerable  nimaber  of  instances,  to  be 
slightly  increased  in  others,  and  to  be  diminished  in  a  few  individuals. 
Even  in  those  cases  in  which  an  increase  is  observed  in  the  nitrogen 
of  the  urine,  it  does  not  alw  ays  indicate  an  increase  in  the  nitrogenous 
metabolism,  for  the  urine  is  often  increased  considerably  and  it  is 
evident  that  the  interchange  of  the  fluids  of  the  tissues  and  blood  is 
augmented;  so  that  the  increased  nitrogen  of  the  urine  is  accounted 
for  by  the  tissues  being  more  thoroughly  flushed  out  than  usual  by  the 
alkalies,  which  act  in  the  same  way  as  the  neutral  salts. 

Although  the  total  nitrogen  may  be  little  affected  by  the  adminis- 
tration of  the  alkalies,  the  form  in  which  it  is  combined  in  the  urine 
and  in  the  blood  may  be  change<i.  The  ammonia  of  the  urine  is  often 
diminished  in  amount,  while  the  urea  excretion  is  correspondingly 
augmented.  This  is  especially  marked  in  cases  in  which  excess  of 
acid  is  formed  in  the  tissues  or  absorbed  in  any  way,  and  is  explained 
by  the  fact  that  this  acid  is  ordinaril^j'  neutralized  by  the  formation 
of  ammonia  in  the  tissues  (see  Acids),  ^Vhen,  however,  fixed  alkali 
is  present  in  sulKcient  amount,  as  when  the  carbonates  are  given,  the 
nitrogen  which  would  otherwise  have  been  excreted  as  ammonium 
salts,  is  formed  into  urea, 
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The  TJric  Acid  Excretion  under  the  alkalies  has  been  the  subject  of 
numerous  reae^rclie.^,  but  in  tlie  great  majority  of  these  very  imper- 
fect methods  of  estimation  have  been  used.  In  the  few  cases  in  which 
satisfactory  methods  have  been  employed,  the  results  have  been  diver- 
gent, the  uric  acid  being  sometimes  decreased  and  sometimes  increased 
by  the  alkalies.  In  any  case  the  change  is  trifling  in  extent,  and  no 
inference  can  he  drawn  as  to  the  uric  acid  metabolism  from  it. 

As  regards  the  Chddatioii  in  the  Tissues,  one  observer  found  the 
oxygen  absorbed  and  the  carbonic  acid  excreted  by  the  lungs  increased 
by  the  alkalies,  while  another  could  detect  no  change.  Another  method 
of  estimating  the  activity  of  the  oxidation  in  the  tissues  has  been 
used  by  Taniguti  and  Jawein,  who  both  found  that  in  man  the  neutral 
sulphur  of  the  urine  is  increased  by  the  alkalies  at  the  expense  of 
the  acid  sulphates;  they  interpret  this  as  indicating  a  diminution  of  the 
oxidation  of  the  tissues.  On  the  other  hand,  Ileffter  and  Harnack, 
using  the  same  niethod,  came  to  the  conclusion  that  the  oxidation  in 
the  tissues  of  the  dog  b  increased  by  the  alkalies.  Others  ha^  e  found 
the  oxidation  of  fat  in  the  tissues  accelerated  by  the  administration  of 
alkali. 

The  only  conclusion  which  seems  admissible  from  these  laborious 
investigations  is  that  the  tissue  waste  is  but  little  affected  in  amount 
by  the  administration  of  alkalies,  and  the  slight  changes  obser\-ed 
may  vary  not  only  in  different  species,  but  in  different  individuals, 
and  even  in  the  same  individual  at  different  times.  The  cause  of  this 
individual  variation  may  be  differences  in  the  amount  of  acid  formed 
in  the  tissues,  but  may  also  be  differences  in  the  local  effect  of  the 
alkalies  in  the  alimentary  tract. 

The  organism  rapidly  frees  itself  from  the  excess  of  alkali  by 
Excreting  alkaline  salts.  This  excretion  occurs  chiefly  in  the  urine, 
which  becomes  less  acid,  or  even  alkaline  in  reaction,  and  in  the  latter 
event  contains  bicarbonate  of  potassium  or  sodium.  As  a  general  rule, 
the  urine  soon  regains  its  acidity,  but  when  fairly  large  doses  are  given 
repeatedly,  its  reaction  may  be  kept  alkaline  constantly.  This  is  almost 
always  accomplished  in  man  by  the  administration  of  about  10-15  G. 
(160-240  grs.)  of  sodium  carbonate  in  twenty-four  hours,  but  some 
persons  require  a  sUU  larger  quantity,  while  others  require  much  less. 
A  temporary  alkaline  reaction  lasting  2-3  hours  may  often  be  induced 
by  a  single  dose  of  2-3  G.  The  alkalies  have  the  same  effect  on  the 
excretion  of  the  salts  in  the  urine  as  the  neutral  salts— large  doses 
increase  the  sodium,  potassium,  and  chlorides  of  the  urine* 

The  injection  of  alkaline  carbonates  into  the  blood  induces  a  more  active 
secretion  from  the  bronchial  mucous  membraDe,  according  to  Calvert,  while 
Roesbach  found  it  (o  have  the  opposite  effect.  It  is  questionable  whether  the 
alkali  is  excreted  here. 

The  blood  of  rabbits  treated  with  alkalies  is  said  to  be  more  strongly  germi* 
cidal  than  usuai^  and  these  anim&la  ahow  greater  resiBUnce  to  infection  with 
aalhrax  bacilli.  These  effects  are  not  due  to  the  iacreaaed  alkalinity  of  the 
blood  directly,  for  gerum  is  not  rendered  more  bactericidal  when  alkali  is  added 
to  it  in  test-tube  experimenta. 
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When  dilute  alkaline  solutions  are  applied  to  Isolated  Organs,  they  gen- 
erally increase  their  activity  for  a  time,  but  subsequently  weaken  itj  while 
strong  solutions  are  immediately  poisonous.  Thus  the  ciliary  Tnov*ement  of 
epitheltuni  is  accelerated  by  dilute  alkalies,  the  sodium  salts  acting  more 
strongly  than  the  potaaaium  because  of  the  poisonous  K-ion  of  the  latter. 
The  developing  ova  of  sea  urchins  divide  more  rapidly  in  very  dilute  alkaline 
media,  but  the  resulting  cells  are  often  irregular  in  shape.  The  heart  also 
contracts  longer  and  more  strongly  when  it  is  perfused  by  a  chloride  of  sodium 
Bolution  rendered  alkaline  by  carbonate  of^soda  than  when  the  solution  is 
neutral.  Somewhat  stronger  solutions  increase  its  tonus  and  eventually  cause 
systolic  standstill.  The  arteries  are  contracted  in  the  same  way  by  contact 
with  alkaline  solutionSf  and  are  dUated  when  acids  are  perfused  through  them. 
Some  of  the  secretions  have  also  been  found  to  be  increased  by  the  pres- 
ence of  alkalies,  thus  the  glands  of  the  frog's  skin  are  stimulated  by  very 
dilute  alkaline  solutions.  Loeb  has  recently  observed  that  the  presence  of  the 
— OH  ion  causes  frog's  muscle  to  absorb  considerable  quantities  of  water  from 
a  dilute  salt  solution,  while  on  the  other  hand;  Hamburger  states  that  the 
addition  of  small  quantities  of  alkalies  to  the  drawn  blood  reduces  the  siae 
of  the  blood  cells.  2oethout  states  that  some  unicellular  organisms  prove 
much  more  resistant  to  the  effects  of  the  withdrawal  of  oxygen  when  they  are 
placed  in  a  slightly  alkaline  medium »  and  suggests  as  an  explanation  that  the 
alkali  antagonizes  some  poison  formed  during  asphyitia. 

Strong  alkaline  solutions  destroy  all  living  tissues  with  which  they  come 
in  contact. 

Preparations. 

PoTAssii  HYDHOXiBtiM  (U.  S.  P.),  PoTABSA  Caustica  (B.  P,),  (KOH),  potas- 
sium  hydrate,  caustic  potash — dry,  white  pencils  or  fused  masses,  deliquescent 
in  the  air  and  ver>'  caustic. 

Liquor  Pota$sii  Hydroxidi  (U.  S.  P,),  Liquor  Poiasst^  (B.  P.],  solution  of 
potassium  hydrate,  about  5  per  cent.,  1  mil  (15  mins.);  ii*  P**  10-30  mius.^  to  be 
well  diluted, 

PoTABSii  Carbonas  (U.  S.  P.,  B.  P.)  (K»CO|),  &  white  granular  powder  of 
alkaline  reaction,  soluble  in  one  part  of  water.   I  G.  (15  grg.);  B.  P.,  gra. 

SoDH  Carbonas  (B.  P.)  (NajCOi+lOlIiO),  colorless  crystals  with  an  alkaline 
reaction  and  taste,  soluble  in  about  two  parts  of  water.  0.3-2  G,  (5-30  gra,)- 

Sodii  CaTboms  Monohydratus  (U.  S.  P.)  (NaiCOi+HiO),  a  white  crystalline 
powder  without  odor  and  strongly  alkaline.   Dose,  0.25  G,  (4  grs.). 

FoTABsii  BiCARBONAS  (U.  S.  P.,  B.  P,)  (KHCOi),  colorlesSf  transparent 
crystals  wMth  a  saline,  sUghtlv  alkaline  taste  and  soluble  in  three  parts  of  water. 
1  G.  (15  gra.);  B.  P.,  &-30  grs. 

Sodii  Bicarbonab  (U.  S.  P.,  B.  P.)t  (NaHCOi),  a  white,  opaque  powder, 
with  a  cool,  alkaUne  taste,  soluble  in  11  parts  of  water.  1  G,  (16  grs.) ;  B.  P., 
5-30  grs. 

Ttochi&ci  Sodii  Bicarbonatis  (U,  S.  P,),  each  containing  0,1S  G.  (3  grs.). 

Lithii  Carbonas  (U.  S,  P,,  B.  P.)  (LiiCO*),  a  light,  white  powder  with  an 
alkaline  taste,  soluble  in  80  parts  of  water,  but  more  soluble  in  carbonic  acid 
water,  0.5  G.  (8  gra.) ;  B.  P.,  2-6  grs. 

Magnesia  (B.  P,),  Magnesii  Oxidom  (U,  S,  P.),  m^nesia  (MgO)  2  G. 
(30  grs,);  B,  P.,  5-20  grs.  (repeated),  30-60  grs.  (aingle). 

Magneru  Carbonas  (B.  P,,  U.  S.  P.),  3  G.  (45  grs.) ;  B.  P.,  &-60  gra. 

These  act  as  aperients  in  large  doses  (p.  101)  but  arc  largely  used  as  antacids. 
They  are  amorphous  powders  with  an  earthy  taste,  insoluble  in  water. 

Magma  Magmsi(t  (U.  S.  POt  uiilk  of  magnesia,  a  suspension  of  magnesium 
hydrate  in  water  containing  7  per  cent,  of  Mg(OH)j.    Dose  10  mils  (2i  fl.  dra.). 

Numerous  alkaline  mineral  waters  are  used  instead  of  the  plmnnacopfEial 
preparations,  but  as  a  general  rule  they  contain  only  very  small  quantities 
of  the  carbonates,  £ind  perhaps  act  more  through  the  large  amount  of  water 
than  through  their  alkaline  reaction. 
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Therapeatie  Usea.—The  caustic  alkalies  are  used  Extemailj  to  a 
(iniited  extent  to  remove  growths,  such  as  warts^  from  the  skin.  For 
this  purpose  tlae  potash  pencils  are  employed,  but  they  are  \ery  deli- 
quescent and  it  is  therefore  difficult  to  limit  their  action  to  one  spot, 
and  to  the  superficial  tissues.  Wlien  the  desired  extent  of  cauteriza- 
tion has  been  obtained^  the  part  should  be  washed  with  water,  or  with 
vinegar  or  some  other  dilute  acid.  The  carbonates  are  also  used 
externally  to  some  extent,  chiefly  in  baths,  which  they  render  more 
irritant  to  the  skin,  and  in  which  they  tend  to  sohen  and  remove  the 
superficial  horny  layers  of  the  epithelium  more  than  ordinary  water 
or  solutions  of  the  neutral  salts.  T}ie  carbonates  are  also  applied 
in  strong  solution  or  as  a  paste  in  itcliing  skin  diseases,  and  often 
give  relief. 

Intem&llj  the  alkaline  carbonates  and  more  rarely  the  solutions  of 
the  hydrates  are  used  for  their  effect  on  the  stomach,  and  in  cases  of 
h.vperacidity  relieve  the  pain  and  eructation  almost  instantly.  Even 
where  no  excessive  acidity  existSf  the  alkalies  are  often  beneficial 
in  small  quantities,  removing  distention  and  discomfort  without 
apparently  altering  the  digestion  to  any  marked  extent.  The  bicar- 
bonate of  potash  is  more  frequently  used  for  this  purpose  than  the 
others,  and  the  carbonic  acid  liberated  in  the  stomach  may  be  of 
importance  in  the  action.  Whatever  preparation  be  used,  it  ought 
to  be  well  diluted  to  avoid  the  irritant  action  on  the  stomach  wall. 
Instead  of  these  alkalies,  the  carbonate  and  oxide  of  magnesium  may 
be  employed  in  powder,  and  possess  the  ad^'antage  of  not  causing 
any  irritation  and  at  the  same  time  have  some  aperient  action.  In 
cases  of  hyperacidity  the  alkalies  (antacids)  are  often  given  after 
meals,  while  when  the  secretion  does  not  seem  to  contain  an  exce^ve 
amount  of  acid  they  are  advised  before  meals,  and  may  then  be  com- 
bined with  other  stomachics,  such  as  bitters  or  volatile  oils. 

The  alkalies  are  also  administered  for  their  effects  after  absorption^ 
and  here  the  bicarbonate  of  potassium  is  most  frequently  prescribed, 
while  the  hydrate  solutions  are  rarely  used.'  Diabetes  was  formerly 
treated  in  lliis  way,  in  the  hope  that  the  oxidation  in  the  tissues  woidd 
be  increased,  but  there  is  little  reason  to  suppose  that  the  alkalies  have 
any  such  effect  on  the  metabolism,  and  it  is  now  generally  accepted 
that  diabetes  is  not  due  to  a  general  inability  of  the  tissues  to  oxidize. 
Experience,  too,  has  shown  that  the  glycosuria  is  not  lessened  appreci- 
ably by  the  use  of  the  alkalies.  When,  however,  diabetes  induces  an 
increased  acid  formation  in  the  tissues,  as  is  almost  invariably  the 
case  in  its  later  stages,  the  alkalies  are  of  undoubted  benefit  in  neutral- 
izing the  oxybut^\Tic  acid  formed  and  thus  economizing  the  alkalies  of 
the  blood.  In  diabetic  coniat  temix^rary  improvement  may  often  be 
attained  by  the  use  of  large  doses  of  alkalies. 

In  gout,  rheumatism  and  the  **uric  acid  diathesis"  generally,  the 
alkalies  have  been  used  extensively,  partly  in  the  hope  that  the  aup- 

'  The  wt»t^i  eiiratu,  etc,,  may  mlw  be  uied  tor  ttui  (^urpoM  Cp-  548), 
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posed  increased  combustion  in  the  tissues  would  destroy  a  larger 
amount  of  the  uric  acid,  and  partly  with  the  idea  that  the  uric  acid 
being  neutralized  in  the  tissues^  would  be  excreted  more  easily  and 
would  have  less  tendency  to  be  deposited-  There  are  some  grounds 
for  believing  that  the  alkaline  carbonates  are  of  benefit  in  gout  and 
rheumatism,  but  neitJier  of  these  theories  seems  sufficient  to  explain 
their  effects,  for  no  increase  in  the  oxidation  has  been  shown  to  occur, 
and  on  the  other  hand  the  uric  acid  is  not  rendered  more  soluble  in 
the  blood  or  lu-ine  by  the  quantities  of  alkali  used  in  therapeutics. 
In  the  present  position  of  the  uric  acid  question  and  of  the  pathology 
of  these  diseases,  however,  it  is  futile  to  attempt  to  explain  their  thera- 
peutics, though  it  may  be  surmised  that  the  alkalies  may  influence  the 
formation  of  the  uric  acid  rather  than  its  excretion.  The  sodium  and 
potassium  salts  have  been  used  very  largely,  and  the  lithium  carbo- 
nate has  been  advised  on  the  ground  that  lithium  urate  is  about  four 
times  as  soluble  as  sodiima  urate.  Lithium  has  also  been  adminis- 
tered in  the  form  of  the  benzoate  and  salicylate  in  these  diseases,  in 
order  to  combine  the  solvent  action  of  the  base  with  the  effects  of  these 
acids,  but,  as  in  so  many  other  similar  attempts,  one  of  the  chief  factors 
in  the  action  has  been  lost  sight  of;  much  too  small  quantities  of  the 
lithium  compounds  have  been  given  to  increase  the  available  alkali 
of  the  blood  appreciably,  and  besides  the  salicylate  and  benaoate  do 
not  increase  it  at  all,  as  they  are  neutral  salts.  The  lithium  salts  there- 
fore seem  to  be  superfluous  in  the  treatment  of  these  diseases,  since  they 
cannot  be  given  in  adequate  quantities  without  eliciting  lithium  poisoning 
(p.  617),  More  benefit  is  derived  from  the  treatment  of  gout  and  rheu- 
matism by  the  alkaline  mineral  waters  than  by  artificia]  preparationsi 
and  this  is  especially  marked  when  patients  are  sent  to  the  mineral 
springs.  The  alkalinity  of  most  of  the  waters  is  very  slight,  and  the 
conclusion  is  inevitable  that  the  curative  agency  is  not  the  alkalinity, 
but  the  large  amount  of  fluid  taken,  together  with  the  dietetic  and 
other  hygienic  conditions.^ 

The  alkaline  preparations  are  also  largely  used  for  their  effects  in 
the  urine.  In  cases  of  excessive  acidity  of  the  urine  leading  to  pain 
and  straining  diu-ing  micturition,  the  symptoms  are  relieved  by  these 
drugs  rendering  the  fluid  less  irritating,  and  this  relief  is  especially 
marked  in  irritable  conditions  of  the  bladder  and  urethra.  They  may 
also  be  of  value  in  those  cases  by  rendering  the  mucus  more  soluble  in 
the  bladder.  In  gravel  the  alkalies  also  give  relief^  and  this  has  been 
attributed  to  their  dissolving  tlie  uric  acid  in  the  urine,  or  rather  to 
their  keeping  it  in  solution  in  the  form  of  salts.  In  order  to  attain 
this,  the  urine  would  have  to  be  rendered  alkaline,  or  at  least  neutral^ 

I  Mftny  other  dinugB  bav6  hwa  lotroduoed  &a  "uiic  actd  solvents,"  aad  all  h^ve  btttk 
discredited  £kft«r  ttiaL  Among  th«  more  teeent  of  theac  are  ptpemtine  (dielhyleudiamine) 
&nd  Lta  cQRipoMndfl.  lycrivl.  f^nicfine,  etc.  Strong  voLutiooB  of  these  dissolve  uric  add  in 
the  test-tube,  but  id  the  coocentraiioD  in  which  they  can  exUt  in  th«  liaeues  and  uHne 
they  are  without  nrtion  on  uric  acid.  For  another  recently  advocAted  dnig»  QUinic  aoid^ 
evGii  {kbb  can  be  said,  for  it  hoA  ao  oolvant  action  even  in  the  teift-tubo,  and  it  owea  its 
introduction  to  An  erroneouB  view  of  the  uric  ncid  lormAtion. 
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and  relief  is  given  by  quantities  of  the  alkalies  wliieli  are  quite  insiilTi- 
cient  to  do  this;  tins  relief  in  gravel  results  from  tbe  amount  of  the 
urine  being  increased  while  its  acidity  is  lessened;  the  inflamed  surface 
of  the  bladder  is  thus  bathed  in  a  less  irritant  fluid  and  the  pain  is 
diminished.  Attempts  have  even  been  made  to  dissolve  calculus  in  the 
bladder  or  in  the  kidney  by  treatment  with  the  alkalies,  but  there  is  no 
question  that  this  is  hopeless.  The  solution  of  the  alkalies  formed  in 
the  urine  is  extremely  dihite,  and  in  fact,  except  under  large  doses,  the 
reaction  is  not  even  constantly  neutral.  On  the  other  band,  even  tbe 
alkaline  urates  are  by  no  means  very  soluble  bodies,  and  are  formed  only 
with  difficulty  except  in  strong  alkaline  solutions.  Again,  alkaline 
urine  is  very  liable  to  deposit  phosphates  in  the  bladder,  and  thu3  rather 
to  increase  the  calculus  than  to  diminish  it.  Experience  has  shown 
conclusively  that  the  alkaline  treatment  does  not  remove  calculus, 
although  in  one  or  two  cases  it  is  stated  that  soft  calciili  broke  down  into 
fragments  under  it,  from  the  mucus  which  held  the  fragments  together 
]>eing  dissolved*  The  pain  and  irritation  of  calculus  may  be  relieved 
to  some  extent,  however^  from  the  acidity  of  the  urine  being  lessened. 

The  alkaline  carbonates  are  also  prescribed  in  cases  of  jaundice  and 
gall-stone,  often  with  benefit.  This  is  not  due  to  tlieir  acting  on  the 
biJe  directly  in  all  probability,  for  it  has  been  shown  that  they  do  not 
affect  it  in  the  normal  animal;  the  improvement  may  rather  be  ascribed 
to  their  lessening  duodenal  irritation- 
Sodium  chloride  solution  is  often  injected  intravenously  in  shock 
and  heart  failure,  and  it  is  found  beneficial  to  add  a  small  quantity 
of  sodium  bicarbonate  (1:5,000)  to  it.  Alkaline  solutions  should 
not  be  injected  h^podermically,  as  sloughing  has  been  obsen'^ed  repeat- 
edly from  this  procedure. 

The  bicarbonate  of  potassium  is  often  added  to  other  expectorant 
remedies  m  the  treatment  of  bronchial  catarrh  and  bronchitis,  and  is 
believed  to  increase  the  excretion  and  render  It  more  fluid  and  more 
easily  expectorated. 

The  alkaline  carbonates  may  be  given  as  antidotes  in  poisoning  with 
the  corrosive  acids,  although  magnesia  is  preferable,  because  it  is  less 
irritating  to  the  stomach. 

In  cases  of  Poifionin^  with  the  caustic  alkalies,  the  treatment  con- 
sists in  the  administration  of  dilute  acids,  of  which  the  organic — 
acetic,  citric  or  tartaric— are  the  best*  The  first  is  most  readily  ob- 
tained in  the  form  of  vinegar.  No  attempt  should  be  made  to  pass 
the  stomach  tube,  as  it  is  liable  to  pass  through  tbe  corroded  wall  of 
the  oesophagus  or  stomach.  General  measures,  such  as  central  ner\*ous 
stimulants,  warmth*  etc.,  may  be  taken, 
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XLtV,   ACETATES  AND  CITRATES. 

As  far  fts  thuir  local  effects  are  concerned,  the  acetate  aud  citrates  of  tbe 
fixed  alkalies  resemble  the  clilorides^  owing  any  effect  they  possess  to  the  aalt- 
aetioii.  Ill  the  tissues,  however,  they  arc  oxidized  and  form  carbonatefl,  so 
that  the  effects  are  those  of  the  chloride  before  absorption^  and  those  of  the 
carbonate  Bubaequently,  The  oxidation  seems  to  proeeed  rapidly,  and  is  very 
complete,  over  95  per  cent,  of  the  acetate  or  citrate  disappearing,  and  only  son^e 
3  per  cent,  being  excreted  unchanged  in  the  urine.  The  iivailable  alkali 
the  blood  is  increased  by  the  acetates  as  by  the  carbonates,  aud  the  urine 
is  increased  in  amount  and  is  less  acid  or  may  be  alkaline. 

The  Acetates  seem  alnioat  devoid  of  specific  action— they  act  ooly  as  salts 
by  changing  the  physii^al  pro|5ertie3  of  the  body  ftuidsr  or  aa  alkalies  after  ab- 
sorption. The  other  menibera  of  the  acetate  series  have  some  action,  however, 
for  the  formate,  propionate,  butyrate  and  valerianate  of  sodium  have  been  shown 
to  be  very  weak  narcotics  when  they  are  injected  hypodermically  or  intra- 
venously; this  IB  especially  marked  in  the  case  of  the  butyrate.  Rather  more 
of  the  formate  escapes  unchanged  in  the  urine  than  of  the  acetate,  wldle  the 
others  are  apparently  entirely  oxidized.  The  butyrate  differs  from  the  acetate 
in  being  capable  of  taking  the  place  of  the  carbohydrates  and  fals  more  com- 
pletely, and  in  thus  leading  to  au  ecooomy  of  the  nitrogenous  tissues  of  the 
body.  All  of  the  simpler  salts  of  this  eeries  are  equally  rapidly  absorbed  from 
the  intestine,  but  the  cenanthylate  and  the  caprylate  resemble  the  saline 
cathartics  in  being  very  slowly  absorbed. 

The  Lactates  resemble  the  acetates  in  being  almost  entirely  inactive,  but 
they  are  rather  more  slowly  abj^orbed.  They  are  oxidized  in  the  tissues  for 
the  most  part,  and  resemble  butyrate  in  limiting  the  tiitrogenous  wa^ate,  at  any 
rate  wherj  they  are  given  in  moderate  quantities.  Lactates  arc  also  excreted  in 
the  urine,  however,  in  small  quantity. 

The  Citrates  are  absorbed  more  slowly"  than  the  acetates  or  chlorides  and  in 
sufficient  quantity  act  as  saline  purgatives.  The  doses  ordinarily  prescribed, 
however,  are  too  sma-U  to  have  this  effect,  and  are  also  insufficient  to  induce 
any  action  after  absorption  except  from  that  of  the  carbonale  formed.  Citrates 
form  indisaociablc  calcium  salts  and  when  they  are  mjected  intravenously  they 
arrest  the  clotting  of  the  blood  and  weaken  the  heart  by  throwing  the  calcium 
out  of  action  (See  Calcium,  Oxalate)* 

Phepahations. 

Potassii  Ac€tas  (U.  S.  P.,  B.  P.),  a  crystallinB  salt  of  pleasant,  saline  taste 
and  very  soluble  in  water.    1  O.  (15  grs,);  B.  ?*,  15-<K)  grs. 
PotassiiCilras  (U.  S.  P.,  B.  P.)  (C»H40H(COOK),)  IG.  (15 grs.);  B.P.,  15-60 

Sodii  Citras  (U.  S-  P.)  (Na,CiH*OTH-2HjO)  1  G.  (ISgra,)-  CrysUlline  aalte 
witli  a  cool  saline  taste,  readily  soluble  in  water, 
pQi4issn  Citras  Effervesces  (U.  S,  PO  4  G.  (60  grs.). 
Sodii  citrotartras  Effervttcms  (B.  P.)  60-120  grs. 
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These  two  powders  contain  bicarbonate  of  sodium  and  citric  and  tartaric 
acids  and  efT«rveace  when  put  in  water. 

Acetate  a.iid  citrate  of  pota^tum  have  been  largely  used  as  diuretics  &Dd  in 
the  treatment  of  gout  and  rheumatism.  They  a^rt  here  exactly  an  the  alkaline 
carbonates  and  bicarbonatcs,  but  have  the  advaatage  of  not  neutrahaing  the 
gastric  juice,  or  in  any  way  affecting  the  digestion  except  from  their  salt-action, 
which  may  be  minimised  by  exhibiting  them  in  dilute  aolution. 

Bebuographt, 

Neubaurr,    Arch-  (.  esp.  Path.,  Lti*  p.  3S9. 
Mdtfer.    Arch,  f-  exp.  Path.  u.  Fh&nn.,  xxl,  p.  119. 
Wetakt  u.  Fiet/aio.    Centralbh  f.  Phya..  1890^  p.  30. 
Mallnrt.    PflQBer'B  Arch.,  ilii,  p,  460. 

FofU.    Arch.  f.  exp.  Path.  u.  PhiLTtn.,  xxxi»  p.  2S9;  xxzvii,  p.  41S. 


XLY.  ASmOmk  AND  CABBONATE  OF  AMMONIA. 

Ammonia  solution  and  carbonate  of  ammonia  differ  considerably 
from  the  corresponding  hydrates  or  carbonates  of  the  fixed  alkalies  m 
their  effects.  The  gas  evaporates  rapidly  from  its  watery  solutions, 
and  the  carbonate  gives  off  ammonia  freely*  so  tliat  the  effects  are 
very  similar,  although  the  solution  of  ammonia  13  mueh  the  more 
powerful.  Owing  to  its  volatility,  ammonia  penetrates  more  rapidly 
and  deeply  than  tlie  fixed  alkalies,  and  at  the  same  time  is  less  corro- 
sive and  less  enduring  in  its  effects.  Applied  to  the  skin  in  concen- 
trated solution,  it  may  corrode  to  some  extent,  but  ordinary'  dilute 
preparations  act  merely  as  rubefacients,  like  the  volatile  oils.  Even 
concentrated  solutions  do  not  dissolve  the  epidermis  like  the  fixed 
alkaline  hydrates,  but  tend  to  penetrate  ttrough  it  and  raise  blisters. 
When  inhaled,  the  irritation  of  the  nasal  mucous  niemlirane  causes  a 
reflex  stimulation  of  the  vasomotor  centre,  and  consequent  contraction 
of  the  arterioles  and  augmented  blood-pressure,  while  the  respiration 
is  first  arrested,  and  then  becomes  deeper  and  fuller.  The  heart  may 
be  temporarily  slowed  by  inhibitory  reflexes.  Three  parts  of  ammonia 
in  10, (MX)  of  air  cause  sneezing,  pain  in  the  nose^  and  tears,  when 
inspired  by  man,  and  5  parts  in  10,000  are  dangerous  when  inlialed 
for  some  time  (Lehmann).  Ammonia  is  not  absorbed  by  the  lungs, 
except  in  traces,  and  the  symptoms  arise  only  from  the  local  irritation 
and  subsequent  inflanimation. 

Concentrated  solutions  cause  corrosion  of  the  mouth,  oesophagus  and 
stomach  similar  to  tiiat  seen  in  poisoning  with  the  fbced  alkalies,  but 
some  of  tlie  vapor,  passing  into  the  respiratory  passages,  often  sets  up 
spasm  of  the  glottis,  or  such  swelling  of  the  mucous  membrane  of  the 
larynx  and  trachea  as  to  induce  asphyxia.  In  cases  of  ammonia  poison- 
ing, therefore,  the  symptoms  often  arise^  not  so  much  from  tlie  gastric 
corrosion  as  from  asphyxia,  and  death  may  occur  very  suddenly  from 
this  cause*  The  carbonate  of  ammoDia,  when  swallowed,  also  causes 
slight  gastric  irritation,  and  in  larger  quantities  nausea  and  vomiting. 

After  absorption  ammonia  and  its  carbonates  are  rapidly  changed 
to  urea,  and  thus  differ  from  the  fixed  alkalies  in  not  increasing  the 
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available  alkali  of  the  blood,  and  in  having  no  effect  on  the  urine  except 
to  increase  tlie  urea  and  thereby  cause  some  diuresis. 

The  farbonate  of  ammouia  stimulates  the  central  nervous  s.^'steIn 
when  it  is  injected  into  the  blood  In  some  quadtity,  but  it  has  no  such 
effect  when  absorbed  from  the  stomach*  (Cf.  Ammonium  Cliloride, 
page  5 18-) 

Preparations. 

Aqua  AmmonuE  FotHot  (U.  S.  P.),  a  28  per  cent,  solution  of  ammonia  in  water, 
and  Liquor  Ammonia  Fortis  (B.  P.),  32i  per  cent,,  are  only  used  to  form  the 
other  preparalioofl. 

Aqua  AmmonicE  (U.  P.),  Liquor  Ammonics  (li.  P.),  an  aqueous  solution 
of  aminoma  of  10  per  cent,  strength  by  weight.  1  mil  (15  mina.). 

Spibitus  AMM0N1.E  Aromaticus  (U,  S.  p.,  B.  P,),  Aromatic  Spirit  of  Hart^ 
horn^  Spirit  of  ISul  Volatile^  contains  amtnoma  and  ammonium  carbonate 
along  with  several  volatile  oils  dissolved  in  alcohoL  2  mils  (30  mins.);  B*  P. 
20-40  mins.  (repeated) ^  60-9[)  mins.  (single),  in  a  glass  of  water. 

Lijiimentum  AmuionuE  (U.  S.  P.,  B.  P.),  ammonia  liniment,  volatile  lini- 
ment, contains  about  2.5  per  cent,  of  ammonia  (5  per  cent,  B.  P.). 

Amuonii  Carbonas  (U.  S.  P.,  B.  P.)  is  not  the  pure  carbonat^i  but  a  mix- 
ture of  Bomewhat  varying  composition,  conaiatiug  of  carbonate  (NHiHCOi) 
and  carbamate  of  ammonia  (NHiNHsCOs).  It  releases  ammonia  in  the  air 
aad  haa  therefore  its  pungeat  taste  aad  araell.  It  fonna  translucent,  crystalline 
masses,  k  very  soluble  in  water  aod  is  contained  in  the  aromatic  spirit  of  am- 
monia. 0.3      (5  grs.) ;  B.  P.,  3-10  grs,,  in  dilute  solution. 

Ammonia  ta  contained  m  several  of  the  tincturea  of  the  B.  P.  (ammoniabed 
tinctures)  and  in  the  Linimentum  CamphonE  Ammoniatum,  etc. 

Therapeutic  U^s, — The  aqueous  solutions  of  ammonia  are  compara- 
tively rarely  employed,  although  the  strong  solution  has  been  advised 
as  a  vesicant  in  cases  of  renal  disease,  in  wluch  cantharides  is  contra- 
indicated.  The  ammonia  solution  has  to  be  covered  by  a  watch-glass 
in  order  to  prevent  its  evaporation,  and  is  said  to  be  more  painful 
than  other  vesicants.  The  liniment  is  used  as  a  rubefacient  in  bruises 
and  in  other  similar  conditions^  The  gas  arising  from  ammonium 
carbonate  is  often  inhaled  in  cases  of  fainting  or  collapse,  in  order  to 
elicit  reflex  stimulation  of  the  medullary  centres.  The  ordinary 
"smelling  salts**  used  for  this  purpose  consist  of  the  carbonate  rein- 
forced with  some  of  the  strong  solution  and  flavored  with  oil  of 
lavender. 

The  aromatic  spirits  of  ammonia  and  the  carbonate  (in  solution) 
are  used  as  mild  gastric  stimulants  in  debility^  flatulence  and  alco- 
hoUsm,  and  are  very  efficient  for  a  short  time.  Large  doses  of  the 
carbonate  (2  G.)  have  been  used  as  emetics^  and  do  not  cause  such 
prolonged  nausea  as  tartar  emetic  or  ipecacuanha. 

The  carbonate  of  ammonia  and  the  spirits  or  even  the  ordinary 
water  of  ammonia  are  often  given  in  cases  of  collapse  or  sudden  heart 
failure.  They  are  generally  administered  by  the  mouth  and  probably 
act  here  not  directly  on  the  heart  and  respiratory  centre,  as  has  been 
supposedj  but  reflexly  from  gastric  irritation.  They  have  also  been 
injected  aubcutaneoiisly  or  even  intravenously  for  this  purpose,  and 
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here  the  local  action  may  be  reinforced  by  a  direct  action  on  the  medulla 
oblongata.  The  action  lasts  only  a  very  short  time,  but  is  often  sufficient 
to  tide  the  patient  over  an  acute  collapse^  In  depression  from  many 
different  causes  the  aromatic  spirits  of  amnjonia  is  a  favorite  remedy, 
and  probably  owes  its  value  to  its  gastric  action,  and  not  to  any  changes 
in  the  central  nervous  system.  The  carbonate  is  often  added  to  other 
expectorant  remedies  to  render  the  bronchial  mucous  excretion  more 
fluid.    (See  Ammonium  Chloride,  page  518.) 

Strong  water  of  ammonia  is  applied  locally  in  snake-bite  and  la 
popularly  believed  to  be  very  efficacious.  It  has  no  effect  on  the  tox- 
albumins  of  snake  poison,  and  probably  is  of  little  or  no  value  in  these 
cases. 

BiBUOGRAPHY, 

See  Ammonium  Chloride,  pags  493. 
Lefmann,    Arch,  f.  HygieoA,     p.  I. 

XLTI.  ACIDS. 

Some  acids  owe  their  activity  in  the  organism  almost  entirely  to 
'thtic  acidity,  t.  to  the  hydrogen  ion,  which  is  much  more  powerful 
than  the  potassium  ion,  but  othemise  stands  on  the  same  plane  with 
it;  those  acids  may  therefore  be  treated  of  together.  In  the  case  of 
many  other  acids,  such  as  prussic  or  salicylic  acid,  the  effects  of  the 
acidity  or  hydrogen  ion  are  insignificant  la  comparison  with  those  of 
the  rest  of  the  molecule  or  the  negative  ion,  and  these  are  treated  along 
with  their  salts. 

Action. — The  acids  owe  their  action  on  living  tissues  to  their  neu- 
tralizing alkalies,  to  their  withdrawing  water,  wlieu  in  concentrated 
form,  and  to  their  precipitating  some  of  the  proteins,  more  especially 
the  globulins. 

Most  living  matter  is  neutral  or  slightly  alkaline  in  reaction,  and 
seems  to  be  incapable  of  existing  in  acid  media.  Exceptions  are  met 
with  in  some  of  the  moulds  and  in  other  vegetable  organisms  which 
live  in  somewhat  acid  solutions,  but  even  these  are  destroyed  by  more 
concentrated  solutions,  perhaps  because  the  acids  precipitate  their  pro- 
teins. Acids  are  therefore  Protoplasm  Poiaanfl  and  antiseptics  of  some 
power.  Hydrochloric  acid  is  found  to  delay  the  growth  of  organisms, 
and  even  to  destroy  the  great  majority  of  the  less  resistant  forms  in 
0.2^.3  per  cent,  solution,  or  in  the  percentage  in  which  it  exists  in 
the  gastric  juice.  The  others  vary  in  strength  largely  according  to 
their  acidity,  that  is^  according  to  the  number  of  hydrogen  ions,  or 
the  amount  of  dissociation.*  The  inorganic  acids  are  therefore  more 
powerful  as  a  general  rule  than  the  organic,  which  are  less  dissociated, 
and  among  the  latter  the  simpler  compounds  are  generally  more  active 
than  those  of  larger  molecule. 

>  t&  Aome  iostamte*  the  toxicity  ot  an  add  u  cot  pmpQftJDbaJ;  to  its  di»odation,  hcw- 
«T6r,  ftud  Lo«b  bu  ahowa  thAi  some  b^cU,  notably  tbo  sUeblly  dustHuated  higher  orgftnic 
■cidfl,  pcDctmlo  oelli  more  reiujiiy  thaa  some  of  tli«  umpler  oaam  aud  thua  more  thati 
eompcnuatQ  for  the  fewnev  of  (belr  bydrocen  iona. 
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When  sulphuric  or  nitric  acid  is  applied  to  the  Skin  in  concentrated 
form,  it  acts  as  a  powerful  caustic,  destroy  ing  the  epidermis  and  pene- 
trating to  some  distance  into  the  skin  and  subcutaneous  tissues,  in 
which  it  causes  necrosis.  This  is  of  course  accompanied  by  great 
pain,  and  if  much  of  the  skin  is  attacked,  by  shock  and  collapse  and 
symptoms  similar  to  those  seen  in  severe  burns.  Sulphuric  acid  causes 
a  white,  later  a  brown  or  black  eschar,  nitric  acid  a  yellow.  Hydro- 
chloric acid  is  less  liable  to  cause  wholesale  destruction  of  the  skin, 
but  penetrates  tlie  epidermis  and  raises  blisters*  The  organic  acids 
and  phosphoric  acid  are  still  less  irritant,  but  cause  redness  and  even 
bliBtering  when  applied  in  concentrated  solution.  Dilute  solutions 
of  the  acids  may  act  as  slight  irritants  to  tlie  skin,  and  often  cause 
a  feeling  of  stiffness  and  numbness,  perhaps  from  precipitating  the 
proteins* 

The  corrosive  action  of  the  acids  is  much  more  marked  when  they 
are  applied  to  the  less  resistant  Mucoua  Membraaea.  E\  en  small  quan- 
tities of  strong  sulphuric  acid  striking  the  eye  are  sufficient  to  destroy 
the  sight. 

In  the  Mouth,  (Faophasnifii  ft^d  Stomach,  the  corrosive  action  is  evi- 
denced by  complete  destruction  of  the  mucous  membranes  w^hich  come 
in  contact  with  the  strong  acid.  The  oesophagus  and  stomach  may  be 
perforated,  and  this,  along  with  the  shock  and  collapse,  often  proves 
immediately  fatal,  or  if  the  patient  recovers  temporarily,  the  erosions 
may  give  rise  to  cicatricial  contractions  and  death  from  inanition. 
Hydrochloric  acid  and  the  stronger  organic  acids  are  capable  of  causing 
corrosion  of  the  mucous  membranes,  but  this  is  not  so  extensive  generally 
as  that  following  nitric  and  sulphuric  acid.  The  corrosion  from  acids 
differs  from  that  from  alkalies,  in  the  tissues  being  shrunken,  hard 
and  brittle,  while  after  a  caustic  alkali  they  are  soft  and  swollen  and 
have  a  slimy  soapy  appearance. 

The  symptoms  of  corrosive  acid  poisoning  are  btense  pain  in  the 
mouth,  throat  and  stomach,  vomiting  and  often  diarrhoea,  shock  and 
collapse,  with  rapid,  weak  pulse  and  shallow  respiration.  The  tem- 
perature is  often  subnormal  and  death  occurs  in  the  course  of  a  few 
hours.  When  fuming  acids  are  swallowed,  and  especially  in  poison- 
ing with  hydrochloric  acid,  the  irritant  vapor  passing  into  the  respira- 
tory passages  may  cause  spasm  of  the  glottis,  or  oedema  of  the  larynx, 
and  pro\'e  immediately  fatal  from  asphyjcia.  Even  one  part  of  hydro- 
chloric acid  vapor  in  20,000  of  air  causes  sneezing  and  pain  in  the 
throat  and  chest. 

Dilute  solutions  of  the  acids  have  a  characteristic  taste,  and  induce 
a  reflex  flow  of  saliva  and  an  astringent  feeling  in  the  mouth  and 
throati  from  their  causing  a  coagulation  of  the  superficial  layers  of 
proteins.  In  the  stomach  they  displace  any  weaker  acids  from  their 
combinations  with  bases,  and  ma^'  have  some  antiseptic  action,  but  do 
not  influence  the  amount  of  secretion  in  any  way.  The  gastric  juice 
is  normally  acid,  containing  about  0*2  per  cent,  of  free  hydrochloric 
acid,  and  this  acid  reaction  is  essential  to  the  action  of  pepsin.  Other 
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acids  may  replace  the  hydrochloric  acid  in  digestion ,  but  both  cUnical 
experience  and  experiment  point  to  hydrochloric  acid  as  the  most 
suitable  acid  for  use  in  the  stomach.  In  cases  of  deficient  gastric  secre* 
tion,  the  administration  of  acids  increases  the  acidity  of  tlie  food  as  it 
passes  into  the  duodenum  and  niay  thus  promote  the  formation  of 
secretin  and  consequently  the  secretion  of  the  pancreas.  It  is  known 
that  food  is  allowed  to  pass  through  the  pyloric  sphincter  only  when  the 
reaction  is  distinctly  acid,  and  that  the  sphincter  closes  again  when  the 
duodenal  mucous  membrane  is  stimulated  by  acid;  when  the  food  in 
the  stomach  is  rendered  strongly  acid,  it  is  found  to  leave  the  stomach 
more  slowly,  though  the  movements  of  the  organ  appear  to  be  more 
rapid  and  stronger  than  normally. 

The  acids  are  absorbed  from  the  alimentary  canal  fairly  rapidly  in 
most  cases.  In  the  Blood  and  Tissues  they  do  not  exist  as  acids  but 
as  salts,  for  the  reaction  of  the  blood  must  remain  slightly  alkaline 
throughout  life,  and  if  sufficient  acid  be  given  to  neutralize  the  alkalies 
of  the  body,  the  animal  dies  before  the  blood  becomes  neutral,  although 
after  death  it  may  be  found  to  be  acid.  The  means  provided  by  the 
economy  to  neutralize  acids  differ  in  different  animals;  in  the  herbivora 
the  fixed  alkalies  of  the  blood  and  tissues  are  called  upon  chiefly,  and  if 
more  acid  be  absorbed  than  can  be  neutralized  by  these,  the  animal 
dies;  in  the  carnivorous  animals  and  in  man*  a  further  protective 
mechanism  exists,  for  in  these  ammonia  is  liberated  by  the  tissues,  and 
serves  to  neutralize  the  acid,  and  thus  saves  the  fixed  alkalies.  The 
difference  is  relative  and  not  absolute,  however,  for  the  herbivora 
also  develop  some  ammonia,  and  the  camivora  employ  some  of  the 
fixed  alkalies  to  preser\e  the  normal  reaction  of  the  tissues.  Man 
seems  to  stand  midway  between  the  two  classes,  for  while  ammonia 
appears  in  the  urine  after  acid  absorption,  the  fixed  alkalies  are  also 
present  in  excess.  Much  larger  amounts  of  dilute  acids  may  therefore 
be  absorbed  without  serious  s>*mptoms  by  man  and  by  the  carnivora 
than  by  the  herbivora.  The  explanation  of  this  difference  between  the 
flesh-eating  and  the  plant-eating  animals  is  to  be  found  in  the  nature 
of  their  food.  The  flesh-eaters  are  accustomed  to  the  formation  of  some 
acid  in  their  tissues,  because  the  alkalies  of  their  food  are  insufficient 
to  neutralize  the  acids  formed  by  the  oxidation  of  the  organic  matter, 
and  they  would  gradually  be  depriv  ed  of  all  their  alkaline  salts,  therefore, 
were  they  not  protected  by  the  formation  of  ammonia.  On  the  other 
hand,  the  herbivorous  animals  absorb  much  larger  quantitie-s  of  the 
organic  salts  of  the  alkalies  in  their  food,  and  these  forming  carbonates 
in  the  body,  serve  to  neutralize  what  acid  is  formed  in  the  tissues.  In 
ordinary  circumstances,  therefore,  they  ha\'e  no  need  to  protect  the 
fixed  alkalies,  and  are  unprovided  with  any  mechanism  for  thb  purpose. 
When  an  excess  of  acid  is  absorbed,  they  neutralize  it  by  means  of  the 
fixed  alkali  of  the  tissues  and  bloody  and  the  slight  change  in  the  reac- 
tion reduces  the  power  of  the  haemoglobin  to  transport  carbonic  acid 
from  the  tissues  to  the  lungs.  Thus  in  acid  poisoning  in  rahbita,  the 
alkali  of  the  blood  has  been  found  to  be  so  greatly  reduced  that  the 
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blood  instead  of  containing  some  twenty-five  volumes  of  carbonic  acid 
per  cent*,  carried  only  two  volumes  per  cent,  or  very  little  more  than 
fouJd  be  dissolved  in  tlie  same  amount  of  water.  When  this  occura, 
the  tissues  are  unable  to  rid  themselves  of  tlieir  carbonic  acid»  and  a 
series  of  symptoms  follow,  commencing  in  deep,  labored,  rapid,  after- 
wards shallow,  respiration;  the  heart  is  weak,  a  condition  of  collapse 
follows,  and  eventually  the  respiration  ceaseSj  the  heart  continuing  to 
beat  for  some  time  longer.  The  injection  of  sodium  carbonate,  even  in 
the  last  stage  of  intoxication,  is  followed  by  rapid  recovery,  from 
the  restoration  of  the  normal  reaction  of  the  blood  and  tissues,  while 
other  carbonates  are  not  so  usefu],  owing  to  the  action  of  the  basic  ion. 
In  carnivora  and  man^  the  absorption  of  dilute  acids  does  not  alter  the 
available  alkali  of  the  blood  to  any  marked  degree,  and  the  combining 
power  of  the  hiemoglobin  is  not  impaired. 

The  salts  formed  in  the  blood  and  tissues  after  the  absorption  of 
acids  are  rapidly  Excreted  by  the  kidneys,  which,  however,  retain  as 
much  alkali  as  possible  in  the  body  and  thus  excrete  the  salts  in  an 
acid  form.  Hence  there  arises  in  some  cases  irritation  of  the  kidneys, 
with  albumin,  and  even  blood,  in  the  urine,  which  is  render^  more 
acid  than  usual  and  causes  a  sensation  of  heat  and  smarting  in  the 
bladder  and  urethra.  In  the  herbivora  tlie  reaction  changes  from 
alkaline  to  strongly  acid,  and  large  quantities  of  the  salts  of  the  alka- 
lies appear,  wliile  in  the  carnivora  some  increase  in  the  sodiiun  and 
potassium  of  the  urine  occurs  along  with  a  much  greater  increase  in 
the  ammonia.  The  total  nitrogen  is  somewhat  increased  from  the 
large  amount  of  ammonia,  but  the  urea  is  slightly  decreased.  Some 
authors  have  found  an  augmented  excretion  of  lime  in  the  urine,  while 
others  state  that  it  is  less  than  usual. 

Not  infrequently  fatty  degeneration  of  the  heart,  liver,  muacles  or  kidney 
haa  been  observed  in  corrofiive  acid  poiaoning,  when  the  patient  survived  for 
a  few  days,  and  Fraenkel  and  Reiehe  found  a  form  of  necroBia  of  the  renal 
cella  in  these  cases  These  changes  are  not  due  to  free  acid  in  the  blood,  but 
to  the  impaired  tissue  reapiration  probably. 

The  prolonged  treatment  of  animala  with  acids  has  been  found  to  be  fol- 
lowed by  ana^miH  and  bsd  of  flesh  and  strength,  which  are  probably  attribu- 
table to  the  disturbance  of  the  digestion  and  not  to  any  specific  action  of  the 
acids. 

Acids  applied  directly  to  the  Uviug  tissues  lessen  thesr  vitality,  and  unless 
there  is  sufficient  alkali  pr^nt  to  neutralize  them,  soon  destroy  it  entirely. 
In  some  cases  they  teud  to  cause  a  temporary  increaae  in  activity  at  firat;  thus 
the  ciha  of  ciliated  epithelium  have  been  found  to  move  more  rapidly  at  first 
in  very  dilute  acids  and  then  to  cease  all  niovement,  while  muacle  seems  to  be 
rendered  weaker  and  less  irritable  at  once.  Aa  in  the  case  of  alkalies,  Loeb 
finds  that  dilute  acid  causes  muscle  to  imbibe  more  water  than  aaJt  aolutiou 
does,  and  Hamburger  finds  that  the  red  blood  cells  are  increased  in  size  by  the 
addition  of  smait  quantities  of  acid  to  the  blood  outside  the  body.  The  frog'a 
heart  is  weakened  and  dilated  by  the  addition  of  acid  to  a  perfusing  solution^ 
and  the  muscular  wall  of  the  vessels  also  relaxes.  The  addition  of  acids  to  the 
blood  tends  to  agglutinate  the  red  cells  and  to  form  methoemoglubin. 

Therapeutic  Uses. — The  acids  are  used  in  medicine  only  to  a  limited 
extent,  and  most  of  the  oflBcial  preparations  might  well  be  dispensed 
with. 


They  may  be  employed  to  give  flavor  to  draughts  in  fever  and  in  the  thirst 
of  diabeteS)  the  most  popular  forma  being  those  formed  from  fruit^p  such  &a 
lemons,  limes,  or  grapes.  The  taste  Is  due  lo  the  sugars,  acids  and  vaJ&tUe 
oils  of  the  fruits,  and  is  modified  by  the  presence  of  inert  colloid  substances, 
such  aa  the  pectins.  The  acids,  of  which  citric,  tartaric  and  malic  are  the  chief, 
are  very  important  factors  irj  the  effect,  for  if  these  be  neutralized,  the  fruU 
juices  become  insipid,  and  do  not  quench  thirst  so  thoroughly.  The  so-called 
grape  cure,  in  which  very  large  quajtitiea  of  grapes  are  eaten,  owes  most  of  its 
value  to  the  large  amount  of  water  taken,  although  the  acids  and  salts  may  act 
as  aperients  in  the  same  way  as  the  saline  cathartics.  Instead  of  the  fruit 
juices,  carbonic  acid  wateis  may  be  advised,  and  oceaaionally  other  acids^  such 
as  phosphoric  or  sulphuric^  are  prescribed  to  give  flavor. 

Acids  are  also  used  in  certain  forms  of  dyspepsia  in  which  the 
hydrochloric  acid  of  tlie  stomach  is  deficient.  Hydrochloric  acid  is 
most  frequently  prescribed  for  this  purpose,  although  nitric  and  iiitro- 
hydrochloric  acids  have  also  some  reputation;  the  hydrochloric  acid 
is  certainly  more  efficient  than  these  in  test-tube  experiments  on 
digestion.  The  forms  of  dyspepsia  thus  treated  are  generally  tliose 
arising  from  a  sedentary  life  or  in  the  course  of  convalescence^  and 
the  acids  are  often  prescribed  along  with  the  hitter  stomacliics  and 
are  to  be  taken  about  half  an  hour  before  meals.  Irritation  of  the 
stomach,  or  hyperacidity  of  the  gastric  juice,  is,  of  course,  a  contra- 
indication. 

Acid  may  also  be  used  to  make  the  urine  acid,  and  thus  to  render  it 
less  favorable  to  the  gruTs-th  of  microbes.  For  this  purpose  tiie  acid 
sodium  phosphate  is  used;  this  salt  is  very  often  given  along  with 
hexamethylentetramine,  which  acts  only  in  acid  urine  (p,  163). 

Id  cases  of  alkaline  poisoning,  the  adds  are  the  natural  treatment; 
the  organic  acids  should  be  preferred  for  this  purpose,  as  they  are  less 
liable  to  cause  additional  corrosion,  and  acetic  acid  in  the  form  of 
vinegar  is  more  likely  to  be  at  hand  than  any  other- 

In  every  case  in  wliich  acids  are  prescribed  internally,  they  have 
to  be  given  largely  diluted,  as  otherwise  they  irritate  the  throat  and 
stomach.  They  are  taken  through  a  glass  tube,  in  order  to  prevent 
as  far  as  possible  their  action  on  the  teeth. 

Strong  acids  have  some  effect  in  arreting  hspmorrhage  (styptics)  when 
applied  directly  to  the  bleeding  point,  but  are  much  inferior  to  some  of  the 
metallic  salts,  such  as  the  iron  perehloride. 

Externally,  the  acids  are  us^  to  some  extent  aa  corroaivea.  strong  nitric 
acid  being  not  infrequently  used  to  destroy  amoll  tumors,  to  cauterize  the  os 
uteri  and  for  similar  objects.  It3  action  is  more  easily  localised  than  that  of 
potash  and  on  the  other  hand  is  more  powerful  than  the  metallic  SJilts,  such 
as  silver  nitrate  and  sine  chloride.  In  dilute  solution,  they  are  someUmee 
applied  to  the  skin  to  lessen  excessive  local  sweating  and  diluted  vinegar  ia 
often  used  to  aponge  fever  patients. 

In  cases  of  corrosive  Poisoninf  with  adds,  the  first  indication  Is  to 
neutralize  the  acids  as  far  as  possible  by  giving  alkalies.  These  ought 
not  to  be  in  themselves  corrosive,  and  the  best  antidote  is  therefore 
the  insoluble  magnesia  and  magnesium  carbonate.  Lacking  these, 
the  most  readily  accessible  alkali  b  the  best,  and  the  lime  may  be 
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scraped  from  the  walls  or  ceilings,  or  chalk,  soap,  or  wood  ashes  may 
be  given.  The  walls  of  the  stomach  and  trsophagiiis  may  also  be  pro- 
tectee! by  giving  milk  or  wlute  of  egg,  or  the  acid  may  l>e  rendered 
less  corrosive  by  diluting  it  with  large  quantities  of  water. 
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Sulphuric  Acid  is  one  of  the  most  corrosive  acids  when  it  \&  applied  in  con- 
centrated form,  and  often  induces  complete  charring  of  the  tisanes,  and  a  coal- 
black  Blough. 

Acidwn  Sulphuricutn  Diltdum  (U.  S.  P,^  B.  P.)  contiiiDS  10  per  cent,  of  abso- 
lute sulphuric  acid.   1  mil  (15  inins.)'  B.  R,  mins. 

Acidum  Sulpkuricum  Aroniaticum  {U.  S.  P.^  B,  P.)  is  an  alcoholic  solution 
flavored  ;vith  ginger  and  cimiamon.  The  S.  P.  preparation  fontaius  20 
per  cent.,  the  B,  P.  preparation  11.4  per  cent,  of  sulphuric  acid.  1  mil  {16  mins.); 
B.  P.,  5-20  tnins.,  in  a  glass  of  water. 

The  sulphuric  acid  preparations  are  not  largely  used.  The  aromatic  acid  i^ 
aoraetimes  given  as  a  prophylactic  and  remedy  in  lead  poisoning,  but  it  ^s  prob- 
ably of  httle  value  here. 

Nltiic  Acid  is  equal  or  superior  to  sulphuric  in  its  corrosive  action.  It  stains 
the  akin  and  tissues  a  bright  yellow  or  yellowish-brown,  and  this  serves  to 
distinguish  cases  of  poisoning  under  the  two  acids. 

Acidum  NiLricum  (U.  S.  P.j  P.)  contains  6S  per  cent,  of  absolute  nitric 
acid  (HNO»)  (B,  P.  70  per  cent,). 

Acidum  Nitricum  Dilidum  (B.  P,)  contains  10  per  cent,  by  weight  of  abso- 
lute nitric  acid.   5-20  niins. 

A  glass  rod  dipped  in  concentrated  nitrio  acid  is  used  as  a  corrosive.  The 
dilute  acid  has  been  advised  m  ds^spepsia,  but  is  generally  considered  inferior 
to  hydrochloric  acid,  and  has  been  shown  to  be  much  less  efficient  in  artificial 
digestion.  It  has  abo  dome  reputation  in  certain  liver  diseases,  and  is  occa- 
sionally used  in  some  intestinal  conditions  accompanied  by  diarrhoea. 

Hydrochloric  Acid  is  less  corrosive  than  the  two  preceding  acids,  and  tends 
to  cause  blistering  on  the  akin  rather  than  necrosis.  It  may  cause  actual  loss 
of  substance,  however,  when  applied  to  the  raucous  membranes  in  concentrated 
form»  and  stains  the  mouth  a  whitish  color. 

Acidum  Hydrochloricum  DiltUum  (U.  P.,  B.  P.),  contains  10  per  cent, 
of  hydrochloric  acid  ga.3.  I  mil  (15  mina.);  B.  P,j  5-^  mins,  m  a  glass  of 
water. 

The  diluted  acid  is  prescribed  in  dyspepsia  in  which  there  seems  a  deficiency 
of  the  nalund  acid  secretion.   In  cases  of  diarrhoea  in  which  excessive  putre- 
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faction  of  the  intestinal  contents  is  present,  it  may  be  of  benefit  wheo  pre- 
scribed along  ^ith  other  druffs;  this  action  is  probably  expbincd  by  its  dia- 
infecting  the  stomach  contents,  as  the  hydrochloric  acid  of  the  (gastric  tfCcretioD 
normally  does;  for  the  double  sulphates  of  the  urine  certainly  diminish  under 
its  use  in  many  cases.  It  is  said  that  hydrochloric  acid  prevents  the  lactic 
fennentation  in  1  : 1000  dilution^  and  that  in  addition  to  it«  action  on  the 
digestive  fennenta  it  incTeaBea  the  peristalsis  of  the  Biomach. 
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NitrohydrochloHc  Add  is  formed  by  mixing  hydrochloric  and  nitric  aci,., 
and  contains  not  ouly  the  original  acids,  but  a  number  of  decomposition  prod- 
ucts, such  as  chlorine,  nitroxy chloride  (NOCi)  and  nitrouR  acid.  The  strong 
acid  (aqua  re^a)  is  the  most  powerful  solvent  and  oxidiEiug  agent  known, 
dissolvinK  such  refractory  metals  as  platinum  and  gold. 

The  diluted  acid  alone  ia  used  in  thera])eutics  (Dose  15  minja.)  and  has  some 
reputation  in  liver  diseases  and  jaundice.  This  appears  to  be  a  survival  of  the 
ancient  doctrine  of  signatures,  according  to  which  the  therapeutic  value  of  a 
drug  was  indicated  by  its  color,  shape  or  other  arinnlar  qualities;  thus  red- 
colored  roots  were  used  for  diseases  of  the  blood,  and  yellow  fluids,  such  as 
nilrohydrochloric  acid,  in  jaundice^  a  yellow  disea^. 

Phosphoric  Add  is  much  leas  corrosive  and  irritant  than  the  other  mineral 
acidsp  but  in  large^  concentrated  doses  may  cause  gastro-entcritis.  It  haa 
been  used  to  aonie  extent  to  form  cooling  draughts  m  fever.  It  has  also  been 
prescribed  in  various  cachectic  conditions  on  the  theory  that  these  were  due  to 
a  deficteticy  of  phosphates  in  the  food  and  tissues;  but  it  has  never  been  shown 
lo  be  of  any  benefit  in  these.  The  acidity  of  the  uHne  arises  from  the  excretion 
of  acid  phosphates  for  the  most  part,  and  muy  l)e  increased  by  the  administra- 
tion of  Sodii  Phosjihas  Acidtis  (B,  P,).  NalljPOj.  This  consists  of  colorless 
crj'Stals  with  an  acid  saline  taste»  readily  soluble  in  water.    Dose,  30-60  gre. 

The  Organic  Adds  have  a  much  less  marked  local  action  than  the  inorganici 
causing;  little  or  no  corrosion  unless  when  applied  to  mucous  surfaces  in  very 
concentrated  form.  They  are  ahsorbetl  as  salts  of  the  alkalies,  but  do  not  aa  a 
general  rule  reduce  the  available  alkali  of  the  blood  or  render  the  urine  more 
acid,  because  they  are  oxidized  to  carbonates  in  the  tissues.  Oxalic  acid  ia  the 
chief  exeeplion  to  this  rule,  but  the  specific  action  of  the  oxalates  is  powerful 
enough  to  conceal  the  acid  action  to  &  great  extent. 

Acetic  Add  applied  in  concentrated  aolution  to  the  skin  causes  irritation 
And  congestion  and  eventually  blistering,  but  does  not  induce  necrosis  except 
of  the  most  superficial  layers.  The  congestion  is  often  follo^ied  by  marked 
pallor  instead  of  hy  blistering;  and  this  has  been  explained  by  contraction 
of  the  vessels,  but  may  be  due  to  a  precipitation  of  the  proteins  of  the  skin. 
In  the  mouth  and  stomach  it  acts  as  an  irritant,  causing  vcroiting,  great  pain, 
collapse  and  even  death;  the  epitheliuin  ia  found  thickened  and  occosionally 
contains  h^PTnorrhfiKo^.  Dilute  acetic  acid  {vine^Ea^)  has  little  effect  apart 
from  its  acid  taste,  and  is  used  largely  as  a  flavorinK  agent  and  condiment. 
The  pFoloiiged  use  of  large  qtiantitiea  may,  however,  give  rise  to  gafitrlc  irri- 
latinn  and  to  losit  of  ap[}etite  and  weight. 

Acidum  AceUcitm  (U,  iS.  P,.  B.  P.)  contains  30  per  cent,  of  abaolute  acetic 
acid  U,  S.  P>,  33  per  cent.  P, 

Atifium  Actticum  Dihttum  contains  fi  per  cent,  of  Absolute  acetic  acid 
S.  P.,  5  per  cent,  H.  P.    2  mils  (30  mins.);  U.  P.,  J-I  fl.  dr. 
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Acetic  acid  is  somettines  applied  to  the  skin  as  n  slight  local  irntant  m  con- 
tusions, and  in  very  dilute  solutions  to  cool  the  surfaee  and  to  preveot  excessive 
local  perspiration.  It  has  been  used  as  a  styptic  in  slight  htemorrbage,  and  may 
be  inhaled  for  this  purpose  in  epistaxis.  Vinegar  ia  also  inhaled  in  cases  of 
fainting,  in  order  to  induce  reflex  stimulation  of  the  vasomotor  centre  tlirough 
irritation  of  the  nostrils.  In  casea  of  poisoning  with  alkalies  vinegar  is  often 
the  most  convenient  acid^  and  in  addition  is  leas  likely  to  do  harm  than  the 
inorganic  acids. 

Acetic  acid  itself  is  not  nmd  as  a  corrotsive,  but  one  of  its  derivatives,  trichlor- 
acetic arid  (CCUCOOH),  U.  S.  P,,  has  been  employed  with  good  results. 

Formic  Acid  resembles  acetic  acid  in  most  points^  except  that  it  is  more 
volatile  and  more  irritant,  that  less  of  it  is  oxidized  in  tlie  tissues,  and  that 
p:iven  in  large  quantities  it  is  said  to  induce  nephritis.  It  is  quite  useless  in 
therapeutics. 

The  other  acids  of  the  acetic  acid  series  resemble  acetic  acid  in  their  efTect^, 
but  become  less  irritant  as  they  become  more  complex  and  less  ejiaily  disaociated. 

Lactic  Acid  resembles  acetic  acid  in  its  behavior  in  the  o^■g^mi9ra.  It  was 
suggested  at  one  time  that  sleep  following  mtiscular  exertion  was  due  to  the 
lactic  acid  formed  in  the  muscles,  and  this  acid  was  therefore  recommended  as  a 
hypnotic,  but  has  been  shown  to  be  of  no  value  for  this  purpose,  Hickets, 
rlieumatism  and  other  diseases  were  abo  at  one  time  attributed  to  the  excessive 
formation  of  lactic  acid  in  the  tissues,  but  this  theory  is  only  of  historical  interest. 
Lactic  acid  has  been  used  as  a  caustic  application  to  maligiiant  ulcers  and 
diphtheritic  memhranes. 

Oxalic  Acid  is  frequently  used  aa  a  poison  by  suicides,  either  as  such  or  aa 
the  acid  potassium  salt  (salt  of  sorrel  or  essential  salt  of  lemons).  Poisoning 
bos  repeatedly  occurred  from  oxalic  acid  havinf^  been  mistaken  for  magnesium 
sulphate,  which  it  resembles  in  appearance.  The  symptoms  are  those  of  acid 
poisoninj^,  along  with  the  specific  effects  of  the  oxalates.  OxaUc  acid  is  not 
used  in  therapeutics. 

Tartaric  Acid  induces  symptoms  of  gastric  irritation  when  taken  in  larf^ 
doses,  iiod  has  been  the  cause  of  fatal  poisoning  in  a  few  cases.  It  is  slowly 
absorbed,  and  some  of  it  escapes  combustion  in  the  tissues  and  is  excreted  in 
the  urine  in  the  fortn  of  acid  tartrate,    (See  Tartrates,  page  108.) 

Acidnm  Tartaricum  (U.  P.,  B.  P.)  (H,C|HtO,),  colorless  crystals  very 
soluble  in  water.  0.5  G.  (8  Kra.\;  B.  P.,  5-20  grs. 

Tartaric  acid  is  prescribed  with  the  carbonates  and  bicarbonatres  to  form 
effervescent  draughts;  the  tartaric  acid  ought  to  be  slightly  in  excess  in  order 
to  lend  its  pleasant  acid  taste,  the  usual  proportion  bein^  about  eight  parts 
of  acid  to  sevea  parts  of  sodium  bicarbonate.  These  effervescent  mixtures 
formed  with  the  tartrates  act  as  saline  cathartics  in  large  doses  (see  page  lOH). 
Tartaric  acid  may  be  prescribed  in  dilute  solution  with  sugar  and  a  drop  of 
volatile  oil  as  a  lemonadCj  which  ia  cheaper  than  that  formed  with  citric  acid. 

Citric  Acid  resembles  tartaric  acid  in  its  action,  but  appears  less  irritant, 
and  no  case  of  serious  poisoning  is  recorded  from  its  use.  It  is  slowly  absorbed 
like  tartaric,  but  seems  to  be  almost  entirely  oxidisted  in  the  tissues. 

Acidtim  Citricum  (U,  B.  P,,  B,  P,)  fH,C,H,0j+H,O)  resembles  larlftric 
acid  in  its  properties  for  the  most  part,  0,5  G,  (8  grs.) ;  B,  P.,  5-20  grs. 

Synipiis  Acidt  Citrici  CU,  S*  P.)  is  ordinary  syrup  to  which  1  per  cent,  of 
citric  acid  and  tincture  of  lemon-peel  have  been  added,  and  is  used  only  as  a 
flavor. 

Citric  acid  and  the  citrates  when  added  to  drawn  blood  prevent  clotting  by 
combining  with  the  calcium  in  a  practically  non-disaociatiiig  salt.  When 
administered  by  the  mouth  it  has  no  such  effect  on  the  circulating  bloody  and 
its  use  to  lessen  clot  fonnation  in  the  body  is  based  on  erroneous  observation. 

Citric  acid  is  used  to  form  lemonades  and  ePferveecent  draughts.  For  lemonade 
2-4  parts  of  citric  acid  may  be  dissolved  in  lOOO  parts  of  water,  some  sugar 
Bud  a  few  drops  of  vnlatile  oil  being  added.  For  elTervescent  solutions  nbout 
8  parts  of  the  acid  may  be  prescribed  along  Tivith  7  ports  of  bicarbonate  of  soda. 


with  directions  to  dissolve  the  two  powders  separately,  mix  the  solutions  and 
drink  while  efTervesciag.  In  large  quantities  this  mixture  acts  as  a  saline 
cathartic;  in  smaller  quantities  it  may  be  used  to  increa^  the  alkati  of  the 
blood,  and  to  render  the  urine  less  acid^ 

Lime  juice  and  Eemon  juice,  which  contain  considerable  amounts  of  free 
citric  acid,  are  generally  preferred  to  the  pure  acid  for  lemonades  to  quench 
the  thirst.  Lime  juice  has  been  found  of  great  benefit  as  a  prophylactic  in 
the  treatment  of  scurvy,  but  this  is  not  due  to  the  citric  acid,  but  to  some 
unknown  substance  in  the  fruit  juices.  Citric  acid  has  been  used  in  rheumatic 
affections,  without  any  marked  improvement  being  elicited  according  to  the 
best  observers. 

XLVn,  CALCTUM. 

The  salts  of  lime  are  present  in  very  large  amount  in  the  tissues  of 
animals,  and  considerable  interest  attaches  to  their  absorption^  excre- 
tion, and  general  action.  They  form  the  great  mass  of  the  inorganic 
constituents  of  the  bones  and  teeth  of  the  vertebrates  and  of  the  shells 
of  the  invertebrates.  In  addition  it  has  been  sliown  of  recent  years 
that  they  are  present  to  a  considerable  amount  in  the  soft  tissues  and 
are,  in  fact,  essential  to  most  farms  of  living  matter,  and  to  the  activity 
of  certain  ferments. 

Calcium  and  the  other  alkaline  earths  differ  from  the  alkalies  in 
possessing  comparatively  few  verj'  soluble  salts,  and  they  seldom  effect 
such  changes  in  the  physical  properties  of  the  fluids  of  the  body  as 
have  been  described  under  salt-action  and  chloride  of  sodium.  Even 
the  soluble  salts  penetrate  with  greater  difficulty  into  the  various 
tissues  of  the  hocly,  which  seem  to  have  much  less  affinity  for  them 
than  for  the  salts  of  the  alkalies.  The\'  precipitate  colloids,  such  as 
the  proteins^  in  much  more  dilute  solutions  than  tlie  salts  of  the  alkalies, 
and  the  precipitate  is  not  redissolved  by  dilution  with  water.  This 
precipitation  of  proteins  appears  to  account  for  the  pain  and  irritation 
which  follow  the  subcutaneous  injection  of  the  more  readily  dissociable 
salts  such  as  the  chloride. 

Action, ^The  soluble  lime  salts  are  Absorbed  with  great  difficulty 
from  the  stomach  and  Intestine  an<]  retard  considerably  the  absorption 
of  fluid.  They  would  presumably  have  a  cathartic  action  were  they 
not  thrown  out  of  solution  \'ery  readily  by  the  alkaline  fluids.  In 
addition  calcium  forms  insoluble  salts  i^ith  all  of  the  cathartic  acid 
ions,  so  that  no  such  double  effect  can  be  obtained  as  is  seen  from 
magnesium  sulphate.  (See  Saline  Cathartics,  page  103.)  The  greater 
proportion  of  the  lime  taken  either  in  the  food  or  as  a  remedy,  unques- 
tionably leaves  the  body  in  the  stools  entirely  unabsorbed,  while  a 
smaller  quantity  of  it  is  taken  up  from  the  alimentary  canal  whether 
the  lime  be  administered  in  a  soluble  or  in  an  insoluble  form.  This 
circulates  in  the  bIoo<l,  chiefly  as  diffusible  salts  (bicarbonate)  hut  partly 
in  combination  with  proteins,  end  is  slowly  excreted,  unless  there  is  a 
deficiency  in  the  supply  of  lime,  when  it  may  be  utilized  by  the  tissues^ 
When  larger  quantities  are  thrown  into  the  blood  by  intravenous  or 
h>7iodermic  injection,  the  calcium  of  the  l>Iot>d  remains  abnormally 
high  for  some  time,  but  all  the  calcium  thus  injected  is  not  in  the  rir- 
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dilation  throughout  its  stay  in  the  body.  Some  of  it  is  temporarily 
deposited  in  some  unknoiMi  organ,  and  is  gradually  withdrawn  and 
excreted  after  the  first  ejccess  is  eliminated. 

The  lime  is  Excreted  in  part  in  the  urine,  but  for  the  most  part  through 
the  epithelium  of  the  large  intestine.  The  relative  amounts  excreted 
by  the  kidney  and  bowel  seem  to  be  determined  by  the  quantity  of 
available  phos])hates  among  other  factors;  if  these  are  present  in  large 
quantities  in  the  btood,  the  calcimn  is  excreted  mainly  m  the  bowel  in 
the  form  of  cukiurn  phospliate.  Excess  of  chlorides  in  the  body  fluids 
has  the  opposite  effect,  more  calcium  appearing  in  the  urine.  The 
elimination  of  calcimn  thus  appears  to  vary  with  the  character  of  the 
combinations  which  it  can  form;  if  these  are  soluble  they  appear  in  the 
urine,  while  the  insoluble  ones  tend  to  pass  into  the  stools.  Some  of 
the  calcium  of  the  urine  naay  be  in  the  form  of  the  carbamate  (Abel  and 
Mnirhead).  The  administration  of  calcium  increases  the  elimination 
of  magnesium  in  the  urine,  and  similarly  magnesiimi  absorbed  leads  to 
a  larger  excretion  of  calcium  in  the  urine,  while  that  in  the  fceces  may  be 
diminished.  Calcium  lessens  the  phosphates  of  the  urine,  and  therefore 
its  acidity,  by  forming  insoluble  pliosphates  in  tlie  bowel,  and  thus 
pre^■enting  the  absorption  of  the  phosphates  of  the  food. 

The  calcium  absorbed  has  no  obvious  effects;  constipation  is  often 
induced  by  lime,  but  it  is  uncertain  whether  this  arises  from  action 
on  the  bowel  neuromuscular  apparatus,  or  is  the  result  of  the  insoluble 
calcium  salts  forming  a  protective  covering  over  the  epithelium  and 
thus  lessening  the  reflex  peristalsis  (compare  tannin  group).  Except 
under  special  circumstance the  calcium  of  the  food  is  always  suffi- 
cient to  supply  the  needs  of  the  organism,  so  that  lime  salts  given  as 
remedies  have  after  absorption  no  specific  action  due  to  the  calcium, 
but  owe  their  activity  to  the  anion  exclusively.  Tims,  calciuni  bromide 
may  have  some  effect  if  absorbed,  but  this  efl'ect  is  due  to  the  bromide 
ion,  and  would  be  the  same  if  an  equal  proportion  of  sodium  bromide 
were  taken  up  by  the  blood. 

The  action  of  calcium  on  isolated  organs  is  complicated  by  the  fact  that  it 
must  always  be  applied  ^long  with  sodium  in  order  to  maintain  the  osmotic 
equilibrium,  and  sodium  appears  to  modify  the  lime  action  considerably,  aa 
will  be  discussed  on  a  later  page.  But  culciiim  appears  to  depress  the  neuFo- 
muscuhir  connections  in  striated  muscle  like  curara,  and  later  to  weaken  the 
muscle  itself.  The  removal  of  lime  is  said  to  increase  the  irritability  of  the 
terraiiiations  of  the  autonomic  nervea  in  mammals;  on  the  other  hand  the 
vagus  is  slated  to  lose  its  inhibitory  action  on  the  heart  perfused  with  calcium- 
free  salt  solution. 

Soluble  calcium  salts  injected  directly  into  the  bloodvessels  seem  to  be 
poisonous,  their  action  resembling  that  of  digitalis  in  some  respect  a.  They 
first  accelerate  and  strengthen  the  hearty  and  m  large  quanlitiea  bring  it  to  a 
standstill,  and  also  have  a  marked  effect  in  contracting  the  vessels  when  per- 
fused through  them.  In  this  way  they  may  sometimes  diminish  the  diuresis 
and  glycosuria  in  animal  expenmenta.  Large  quantities  injected  intrav&- 
tiously  contract  the  pupil  to  pin-jwint  size,  apparently  from  action  on  the 
fibres  of  the  aphiticter  muscle,  for  atropine  has  little  effect  on  the  myosia. 
Asphyxia  causes  dilatation  after  calcium,  however,  in  the  same  way  as  in  mor- 
plune  poisoning.   These  effects  are  absent  when  the  salts  are  taken  up  from 
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the  boweU  mainly  no  doubt  owing  to  their  slow  absorption,  which  preventa 
their  attaining  a  high  coocentratioa  in  the  tissues. 

'There  is  some  not  altogether  convincing  evidence  that  Ume  salts  leftsen 
the  permeability  of  the  cells  of  the  tissues:  for  example,  it  is  stated  that  in  the 
presence  of  traces  of  calcium  dried  cells  take  up  less  water.  This  view  haa  been 
further  de\'el{>ped  by  Chiari  and  Januschke^  who  state  that  when  an  animal 
has  been  treated  vnih  lime  salts  the  intravenous  injection  of  iodides  does  not 
induce  pleural  effusion  and  (Edema^  while  it  has  this  effect  in  untreated  animals; 
and  similarly,  even  strong  irritants  applied  to  the  conjunctiva  do  not  cause 
marked  swelling  and  eflfuaion  in  these  treated  animals.  They  attribute  this 
action  to  the  lime  rendering  the  vessel  walls  less  permeable  by  the  plasma;  the 
subject  requires  further  investigation. 

Lime  Starratioii. — Excess  of  caleium  in  the  organisin  is  therefore 
little  to  be  apprehended  from  the  ordinary  methods  of  administration, 
and  lime  salts  are  seldom  used  in  therapeutics  to  induce  changes  in 
the  organism  through  their  presence  in  excess  in  the  blood,  like  other 
remedie3>  such  as  morphine  or  strychnine.  Another  question  arises, 
however,  namely,  whether  the  organism  may  not  be  rendered  abnormal 
by  a  deficiency  in  the  supply  of  lime,  and  whether  this  deficiency  may 
be  remedied  by  the  administration  of  calcium  salts. 

The  effects  of  a  deficiency  of  lime  in  the  food  have  been  the  subject 
of  several  very  careful  investigations,  and  while  the  adult  animal  does 
not  seem  to  suffer  greatly  from  a  very  considerable  refluction  of  the 
calcium  of  the  food,  young  growing  animals  develop  marked  abnormal- 
ities, resembling  closely  those  observed  in  rickets  and  osteomalacia  in 
the  human  subject.  In  lime  starvation,  as  in  rickets,  there  is  a  lessened 
deposit  of  lime  in  the  bones,  which  retain  their  cartilaginous  consistency 
and  show  other  deviations  from  the  normal  condition;  in  rickets  the 
bones  alone  are  involved,  while  in  animals  deprived  of  calcium  the  soft 
tissues  also  show  a  lessened  content  of  lime  salts.  Deficiency  of  the 
lime  in  the  food  naturally  affects  young  animals  more  than  adults, 
because  the  former  require  much  more  calcium  to  build  up  the  growing 
skeleton.  But  if  the  lime  of  the  food  is  greatly  reduced  while  a  special 
demand  is  made  on  the  lime  reserve  of  the  body,  the  bones  in  the  adult 
may  also  suffer;  thus  in  pregnant  animals,  in  which  lime  has  to  be 
supplied  for  the  foetal  skeleton,  weakness  of  the  bones  of  the  mother 
simulating  the  osteomalacia  of  human  pregnancy  has  been  observed 
when  the  lime  of  the  food  was  reduced. 

The  effects  of  the  withdrawal  of  lime  have  been  studied  in  some 
Isolated  Organs.  Thus  Ringer  compared  the  behavior  of  the  frog's 
heart  when  perfused  with  solutions  of  the  salts  of  the  alkalies  with 
that  of  one  perfused  with  the  same  solutions  to  which  minute  traces 
of  lime  were  added,  and  found  that  the  eflSciency  of  the  heart  was 
much  increased  and  that  it  survived  very  much  longer  under  the  latter 
conditions;  Locke  has  recent^'  shown  that  a  similar  relation  exists 
between  the  mammalian  heart  and  the  inorganic  elements  of  serum. 
Lime  salts  exercise  a  similar  effect  in  voluntary  muscle,  which  sur- 
vives much  longer  when  perfused  with  salt  solution  containing  calcium 
than  when  sodium  chloride  solutions  alone  are  used.  Both  the  heart 
36 
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mad  siceleta]  mnsde  eventnaQy  cemae  to  contrftct  on  electrical  stimuUtion 
when  perfused  whh  physioIogicAl  sftit  solution,  but  recover  a^in  when 
traces  oi  Hme  sahs  are  »dfied  to  it.  In  the  same  way,  the  irritability 
61  the  frog's  nenc  persists  much  longer  in  salt  solution  contaimng  a 
time  salt  than  in  unmixed  salt  solution,  and  may  be  restored  by  the 
addition  of  lime,  when  it  has  disappeared  mider  the  prolonged  action 
of  the  0.6  per  cent,  chloride  of  sodium  solution.  Ciliated  epithetium 
continues  to  wave  rhythmically  much  longer  in  lime  solution  than  in 
distilled  water,  in  which  it  swells  up  and  rapkUy  loses  its  activity. 
This  probably  explains  the  observation  that  some  fish  die  very  soon 
in  distilled  water  but  sunivc  in  water  in  which  traces  of  lime  are  present. 
Lime  is  also  necess&ry  for  the  deveiopment  of  various  ova;  for  instance, 
frog  spawn  kept  in  water  devoid  of  lime  salts  fails  to  develop,  or  develops 
abnonnally. 

Lime  salts  are  also  indispensable  in  some  processes  which  are  not 
dependent  on  the  presence  of  hving  cells.  Thus  rennet  does  not 
coagulate  milk  except  when  a  lime  salt  b  present,  and  the  Coagolatioii 
of  the  Blood  may  be  prevented  by  precipitating  its  calcium  salts  in  tlie 
form  of  oxalates.  Hanmiersten  has  recently  shown  that  the  lime  salts 
are  not  necessary  to  the  formation  of  fibrin,  for  thb  occiirs  in  oxalate 
solutions  if  fibrin-ferment  be  added  to  fibrinogenu  But  the  fibrin- 
ferment  is  not  formed  except  in  the  presence  of  calcium  salts,  and 
when  oxalates  are  added  to  the  blood  before  this  ferment  is  developed, 
they  prevent  its  formation  and  hinder  clotting.  When  lime  salts  are 
added,' the  ferment  is  liberated  and  coagulation  occurs  at  once.  In 
other  words,  lime  is  not  necessary  for  the  activity  of  the  fibrin-fennent» 
but  for  its  development  from  the  prothrombin  or  zymogen,  in  which 
it  exists  in  the  circidating  blood.  Lime  salts  taken  by  the  mouth  do 
not  accelerate  the  clotting  of  hlood. 

Other  fermeT(ts  act  in  the  absence  of  available  lime  salts.  Thus 
pepsin  digests  when  instead  of  hydrochloric,  oxalic  acid  is  added  to  it, 
but  it  is  unknown  whether  pepsin  is  formed  from  pepsinogen  in  the 
absence  of  lime.  The  trj^jsinogen  of  the  pancreas  may  be  changed 
to  try]Dsin  by  lime  salts. 

The  higher  organisms,  both  animals  and  plants^  have  thus  been 
shown  to  require  lime  for  some  of  their  functions,  and  it  is  probably 
necessary  for  many  others  in  which  its  importance  has  not  yet  been 
recognized.  The  lowest  forms  of  life,  however,  including  the  bacteria 
and  some  of  the  moulds,  seem  to  be  able  to  live  without  it.  To  induce 
the  effects  of  lime  starvation,  it  is  not  always  necessary  to  withdraw 
lime  from  the  food,  for  they  may  be  caused  by  the  presence  of  any 
substance  which  prevents  the  dissociation  of  the  calcium  ion.  Thus, 
oxalate  solutions  added  to  the  blood  or  milk,  or  to  the  nutrient  fluid 
for  perfusion  of  the  heart,  have  the  same  effects  as  the  withdrawal  of 
lime.  Food  containing  large  quantities  of  oxalate  salts  has  in  some 
cases  induced  symptoms  in  animals  resembling  those  of  lime  star\'ation, 
and  it  seems  probable  that  most  of  the  symptoms  of  fluoride  action 
are  also  explicable  from  their  precipitating  the  lime  salts  of  the  food 
and  of  the  blood.    (See  Oxalates  and  Fluorides.) 


Balanced  BdXt  Solntions. — A  curious  relationship  lias  been  sho\^n  to  exist 
between  the  calcium  and  potaaaium  salts.  Thus  when  a  frog's  heart  la  perfiised 
with  Bodiura  chloride  solution  containing  n  trace  of  calcium,  the  mavemeiiU 
are  not  entirely  normal,  the  contraction  being  somewhat  prolonged  and  the 
rehixation  much  retarded.  If  a  trace  of  potafaium  chloride  is  added^  however, 
the  contraction  becomes  normal  in  character.  On  the  other  hand  the  effect  of 
pota^ium  on  the  frog's  heart  is  antagonized  by  the  addition  of  lime.  The 
same  holds  true  for  voluntary  muscle,  the  Baits  of  calcium  tending  to  neutralize 
the  effects  of  potassium,  and  vice  vena,  and  in  several  other  relations  an 
antagonism  has  been  olierved  between  these  two  metals.  Another  marked 
antagonism  haa  recently  been  studied  by  Meltzer,  who  shows  that  toxic  quan- 
tities of  magnesium  can  be  completely  neutralized  by  calcium.  And,  aa  the 
symptoms  of  magnesium  poisoning  in  mammals  are  characleriijtic,  the  recovery 
of  animals  when  calcium  is  injected  is  very  striking;  magnesium  induces  narcosis 
and  ans^thesia,  w^hich  is  immediately  counteracted  by  calcium,  and  the  animal 
assumes  its  normal  posture. 

Another  question  that  has  excited  much  interest  recently  is  the  relation 
between  sodium  and  calcium.  It  has  already  been  noted  that  the  frog's  heart 
perfused  with  sodium  chloride  solution  soon  ceases  to  beat,  but  can  be  restored 
by  the  addition  of  calcium  and  potassium  to  the  circulating  medium.  The 
ordinarv'  explimalion  (Ringer,  Howell)  is  that  the  calcium  and  potassium  are 
neeeesary  to  the  activity  of  the  heart  and  that  when  pure  salt  solution  is  perfused 
these  elements  diffuse  into  it  and  arc  lost  from  the  heart  muscle;  this  dififusion 
is  prevented  if  calcium  and  potassium  be  contained  in  the  solution,  and  the 
heart,  retaining  the  salts  essential  to  its  activity^  continues  to  heal.  Another 
explanation  has  been  offered  by  Loeb,  who  suppKiises  that  the  lime  and  potassium 
are  not  directly  essentia!,  but  that  they  neutraliJ^  the  poisonous  effects  of 
sodium.  This  poisonous  action  of  sodium  has  not  been  generally  recog;nized, 
but  is  well  shown  by  the  behavior  of  a  small  fish  (fundulus)  living  in  salt  water, 
which  can  be  transferred  to  distilled  water  without  injury,  thus  showing  that 
neither  sodium  nor  calcium  is  necessary  in  iU  environment.  But  if  it  be  put 
in  sodium  chloride  solution  of  the  same  strength  as  sea  water,  it  dies,  so  that 
sodium  is  poisonous  to  it  unless  when  antagonized  by  the  other  constituents  of 
sea  water;  the  essential  elements  are  calcium  and  potassium,  for  when  these  are 
added  to  the  injurious  sodium  solution,  the  fish  lives  as  well  as  in  sea  water. 
This  series  of  experiments  certainly  forms  a  strong  support  for  Loeb's  theory 
that  calcium  is  not  directly  esseniial  to  rhythmic  movement,  but  only  neutralizes 
the  effects  of  sodium.  On  the  other  hand,  the  calcium  salts  themselves  are 
poisonous  when  they  are  not  counterbalanced  by  sodium  and  potassium;  ia  this, 
as  in  many  other  iBStances.  there  must  be  maintained  between  the  inorganic 
constituents  of  the  surrounding  0uid  an  equilibrium,  such  as  exists  in  sea  water 
in  the  case  of  the  fundulus,  and  in  the  blood  plasma  in  the  case  of  the  heart  and 
other  oi^ans. 

The  salts  of  the  alkaline  earths  are  said  to  inhibit  the  hremolytic  action  of 
certain  serums,  while  those  of  the  alkalies  have  not  this  effect  when  applied  in 
the  same  concentration;  this  may  perhaps  be  connected  with  the  tendency  the 
former  have  to  coai^ulate  proteins.  The  formation  of  protein  combinations  is 
apparently  the  explanstion  of  tbe  disappearance  of  lime  salts  when  they  are 
perfused  through  organs  or  when  pieces  of  tissue  are  soaked  in  them.  Cartilage 
seems  to  combine  more  readily  with  lime  than  the  other  tissues. 

Therapeutic  Uses.— Calcium  salts  are  used  in  medicine  for  a  number 
of  different  purjiose^i;  thus  the  alkaline  preparations  may  be  pre- 
scribed to  lessen  the  acidity  of  the  stomach,  and  the  oxide  may  be 
employed  as  a  caustic.  But  these  owe  their  use,  not  to  the  calcium 
ion,  but  to  the  other  part  of  the  molecuie— the  anion.  As  a  matter 
of  fact,  calcium  has  few  important  effects  of  its  own  and  is  seldom 
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prescribed  for  any  action  which  it  might  have  on  the  living  tissues. 
The  question  has  been  raiscfl,  however,  whether  calciuni  may  not  be 
given  therapeutic'ttlly  to  supply  a  deficiency  of  lime  in  the  body.  The 
particular  <i'{>tkiitions  wliich  have  been  treated  on  this  theory  are 
rickets  and  ostecmialacia,  in  both  of  which  there  is  unquestionably  too 
little  lime  in  the  bones,  and  the  treatment  has  been  thought  to  be 
rational,  because  symptoms  similar  to  those  of  rickets  have  been 
induced  in  young  animals  whose  food  containetl  too  small  a  proportion 
of  lime.  In  the  case  of  rickets  and  osteomalacia,  however*  there  is 
no  reason  to  suppose  that  the  food  is  deficient  in  calcium;  in  fact, 
children  are  said  to  be  more  liable  to  rickets  when  fed  on  cows'  milk 
than  when  nursed  by  the  mother,  although  the  milk  of  the  cow  con- 
tains more  lime.  On  the  other  hand,  patients  suffering  from  rickets 
absorl)  lime  and  excrete  it  again  in  exactly  the  same  wa\'  as  normal 
persons,  and  although  their  l>ones  contain  unusually  small  amounts  of 
lime,  the  other  tissues  contain  rather  more,  or,  at  any  rate,  not  less 
than  normal.  Rickets  is  not  due  to  a  lack  of  lime  iu  the  food,  there- 
fore, nor  in  fact  in  the  tissues  generally,  but  to  some  abnormal  con- 
dition which  prevents  the  lime  salts  from  being  deposited  in  the 
bones,  although  they  are  present  in  abundance  in  the  blood.  In  casea- 
of  lime  star\ali[)n  similar  symptoms  ma\'  appear,  bnt  here  the  cause 
is  the  want  of  lune,  which  h  not  presented  in  sufhctent  quantities* 
although  the  bone-forming  cells  are  ready  to  deposit  it.  In  this  case 
the  other  tissues  are  also  deficient  in  calcium  as  well  as  the  bone. 
From  these  wnsiderations  it  follows  that  lime  salts  are  not  likely  to 
be  of  benefit  in  rickets  (and  the  same  holds  true  for  osteomalacia), 
unless  when  it  is  due  to  lime  starvation*  a  condition  which  is  unlikely 
to  arise  in  the  hiunan  subject.  Experience  has  demonstrated  also  that 
the  lime  salts  arc  quite  incapable  of  improving  either  osteomalacia  or 
rickets. 

It  has  also  been  proposed  to  treat  with  lime  cases  in  which  the  blood 
seemed  less  capable  of  clotting  than  normally— particularly  hemo- 
philia, and  the  treatment  has  l>een  extended  to  aneurism,  haemoptysis, 
and  gastric  and  intestinal  hiemorrhage.  In  haemophilia  there  is  no 
deBciency  of  lime  in  the  blood,  however,  and  still  less  is  thb  the  case 
in  aneurism  and  hspniorrliage.  And  the  administration  of  lime  by 
the  mouth  does  not  atvelerate  or  in  any  way  alter  the  clotting  of  bfood. 
Finally  no  distinct  clinit^^l  results  have  been  obtained  by  careful  ob- 
servers, and  the  treatment  ma\'  he  dismis^l  as  erroneous.  A  still 
further  development  of  the  theory  has  led  to  the  use  of  calcium  in  the 
most  diverse  condition^,  in  which  it  was  suggested  that  the  symptoois 
arose  from  excessive  transudation  of  K^nph  into  the  tissues;  and  the 
clinical  results  are  equally  disappointing. 

MacCallum  has  recently  stated  that  in  dogs  from  whom  the  para- 
th\  roid  glands  ha^'e  been  removed,  the  Jime  content  of  the  brain  and 
blood  may  be  ^'cr>'  much  diminished,  and  that  the  s>'mptom3  of  tetany 
wliich  arise  after  the  operation  may  be  relieved  by  lime  given 
intravenously  or  by  the  mouth,  A  few  cases  of  tetany  in  man  mho 
improved  mder  treatment  with  ealctiun  salts^ 
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Preparations, 

Calcii  Chloridum  (U.  S.  P.,  B.  P.)  (CaC)i),  a  white  salt  with  a  sharp,  saline 
taste,  ven-'  ddique^cent  and  soluble  in  water.  0.5  G.  (8  grs.);  B.  P,,  5~]5  grs, 

Cakn  Lactas  (U.  P.,  B.  P.)  iCatCJI»0,),,5HiO),  a  wtate.  almost  tasteless 
powder  soluble  io  18.5  parts  of  water.  0.5  G.  (8  gre.),  B.  P,  10^0  gra. 

Calcium  chloride  is  the  salt  which  gives  the  least  complicated  ciilnum  action, 
and  is  consequently  seldom  used,  beeause.  as  has  been  explained,  the  caJcium 
ion  is  of  comparativety  little  service  in  therapeutics.  It  h&s  a  strong  uttrnctiun 
for  wa(er  and  is  ro^idily  dissociable  and  h  therefore  more  irritant  ihiin  the  other 
chlorides  of  the  alkalies  and  alkaline  earths,  and  ought  to  be  prescribed  only  in 
dilute  solution.  It  is  absorbed  \iith  great  difficulty,  and  h&s  been  eu^esled  in 
the  treatment  of  some  forma  of  dyspepsia  and  in  hjpmorrho^e.  Itistead  of  the 
chloride,  the  lactate  has  been  employed  m  the  same  doses  and  has  the  advantage 
of  dissociating  more  slowly  and  thus  causing  less  pain  and  irritation  when  it  is 
injected. 

Calx  (U.  S.  P.,  B.  P.)  (CaO),  unslaked  lime,  is  a  corroaive  and  disinfectant, 
and  is  changed  at  onee  to  the  hydrate  in  the  presence  of  water.  It  differs  from 
the  caustic  alkalies  in  the  insolubihty  of  its  hydrate,  which  therefore  fails  to 
penetrate  deeply  and  does  not  spread  so  widely  as  potassium  and  sodium 
hydrates-  It  is  seldom  employed  alone  as  a  corrosive,  but  mixed  with  potassium 
hydrate  as  Vienna  paste  has  had  some  popularity. 

It  is  used  as  a  disinfectant  where  large  quantities  of  organic  matter  have  to 
be  rendered  harmless,  as  in  eptdeiuics,  on  battle  fields,  and  in  the  dejections 
of  lai^e  hospitals.  It  ought  to  be  mixed  with  the  matter  to  be  disinf^'led  as 
thoroughly  as  p*issible.  Lime  possesses  the  advantage  over  other  disinfeclanta 
of  being  cheap  and  easily  procurable  in  large  quantities. 

Caicii  Hydras  (B.  P.)^  slaked  lime  (Ca(HO)i},  may  also  t>e  used  aa  a  dis- 
infectant. 

Liquor  Calcis  (U.  S.  P.,  B.  P-)t  lime  water,  is  a  saturated  soluliou  of  calcium 
hydrate  or  slaked  hme  and  contains  about  0.1-0.17  per  cent.  It  is  a  clear  t!uid 
ft-ith  a  saline  and  feebly  caustic  taste.    15  mils  (4  fl,  drs.) ;  B,  P,,  !-4  fl,  oz. 

Liquor  CALcrs  Sacchabatus  (B,  P.),  s>Tup  of  lime,  contains  calcium  hydrate 
kept  in  solution  in  water  by  sugar,  with  which  it  is  probably  combined  chemically 
I5-(i0  mins. 

LiNiMENTt  M  Calcis  (U.  S,  P.,  B.  P,),  lime  limmentp  or  Carron  oil,  contains 
equal  parts  of  lime  water  and  olive  or  linseed  oiL 

The  preparations  of  the  oxide  and  hydrate  owe  their  activity  chiefly 
to  their  alkalinity  and  not  to  the  calcium,  but  differ  from  the  hydrates 
of  the  alkalies  in  their  insolubility  and  in  their  slow  absorption.  Lime 
water  ami  the  syrup  are  slightly  caustic,  more  especially  tlie  latter 
and  tend  to  neutralize  the  gastric  juice.  They  have  ati  astringent 
effect  in  tlie  intestine  which  has  not  yet  been  e?;plained,  but  is  probably 
due  to  tlieir  forming  an  insoluble  compound  with  the  surface  proteins, 
In  the  same  way  as  tannic  acid,  or  to  their  being  deposited  as  the 
carbonate  or  phosphate  and  thus  protecting  the  epithelium  from  irrita- 
tion. Lime  water  is  usetl  in  souie  dyspeptic  conditions,  especiHlly  in 
vomiting.  It  is  often  added  to  milk  in  intestinal  irritation  in  children 
and  in  typhoid  fever,  as  it  is  found  that  milk  thus  treated  coagulates 
in  finer  particles  than  ^vhen  given  alone,  and  is  better  digested  and  less 
liable  to  disturb  the  intestine.  Lime  wutt-r  nr  s\  rup  of  lime  is  also 
used  as  an  intestinal  astringent  in  diarrhoea,  espeeially  in  children. 
As  an  antacid  in  the  stomach,  lime  is  inferior  to  magnesia  and  other 
alkalies,  because  it  tends  to  delay  the  evacuation  of  the  contents.  Lime 
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water  has  been  used  in  rickets,  which  seems  singularly  irrational,  for 
cows'  milk  contains  a  somewhat  higher  percentage  of  Un\i\  It  has 
also  been  sprayed  against  the  false  membrane  of  (Hphtheria,  which 
it  is  said  to  dissolve.  Lime  water  Is  not  applicable  in  cases  of  acid 
poisoning,  as  it  contains  much  too  little  of  the  base  to  be  sen'iceable, 
but  the  syrup  may  be  used,  or  lime  shaken  up  with  water  (milk  of 
lime).  The  treatment  with  lime  is  specially  indicated  in  cases  of  oxalate 
poisoning. 

Lime  water  has  been  used  externally  as  a  protective,  mildly  astrin- 
gent application  to  ulcers,  and  the  lime  liniment  has  been  largely  used 
in  the  treatment  of  bums.  It  derives  its  name  of  Carron  oil  from 
having  been  used  for  this  pxupose  in  the  iron  works  at  Carron. 

Creia  Prmparala  (U.  S.  P.,  B.  P.),  prepared  chalk,  chalk  purified  by  washing 
andaaspenaion  in  water  {CaCO»).  1  G.  (ISgra.);  B.  P.,  15-60  gra. 

PuLvia  Cret.e  CoMPosiTUS  (U,  S,  P.),  a  mixture  of  prepared  (;halk,  sugar 
and  acacia.    2  G.  (30  grs.). 

PuLVis  Cret.f*  Aromaticus  (B.  p.),  aromatic  chalk  powder,  contains  chalk 
along  with  su^ar  and  a  number  of  carminatives  belonging  to  the  group  of 
volatile  oils.   10-4K)  grs. 

PuLvis  Cbet.k  Aromaticus  Cum  Opio  (B.  P.)  is  a  mixture  of  39  parts  of 
the  aromatic  powder  with  one  of  opium*  and  therefore  contains  2^  per  cent, 
of  opiuuK    10^  grs. 

MisTUEtA  Cret^  (U.  S.  P.),  chalk  mixture,  is  cimlk  suapeiided  in  cinnamoo 
water  by  nieana  of  gums,    15  tnila.  (4  fl,  dra*) 

Tilt"  pre|)aratiouij  of  the  carbonate  of  lime  are  used  as  antacids  in 
ii>  pera('idit^>'  ttf  the  stomachi  especially  wiien  this  is  combined  with  a 
tendency  to  diarrha-a.  The  mixture,  or  the  aromatic  powder  B.  P., 
is  the  form  [generally  used,  and  may  be  prescribed  with  opium  or  with 
other  astringents.   Chalk  has  also  been  used  hi  rickets. 

Externally,  prepared  ehallc  is  used  as  a  powder  to  protect  irritated 
parts  of  the  skin  and  occasionally  in  ulceration;  it  ia  the  chief  ingredient 
in  most  tooth  powders.  In  older  treatises  on  therapeutics  great  virtues 
are  ascribed  to  \'arious  natural  objects  which  are  composed  for  the 
main  part  of  chalk  or  other  salts  of  Ume,  and  among  which  burned 
bones,  corah  coralline  and  cuttlefish  bone  may  be  mentioned. 
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XLTm.  OXALATES  AND  FLUORIDES. 

The  oxalates  (N"aOOC — COONa)  and  the  fluorides  owe  the  greater  part  of 
their  action  to  their  power  of  precipitatLog  the  calcium  of  the  tissues^  though 
Lhey  may  rdso  cause  other  effects;  thB  precipitation  renders  them  poisoiioua 
to  most  forms  of  hvmg  matter^  of  which  lime  is  generally  an  essential  eonEtitueat. 
The  oxalate  action  niay  be  removed  in  many  instances  by  adding  time  salts 
in  exceaa. 

In  the  frog  they  cause  depression  and  final  paralysis  of  the  central  nervoua 
system,  and  later  of  the  terminations  of  the  peripheral  nerves  and  the  muscles 
and  heart;  twitching  and  fibrillar^'  contractions  of  the  voluntary  mui&cles  are 
often  observed  first. 

In  mammals  there  is  apparently  at  first  a  stimulation  of  the  medullary 
centres^  for  rapid,  deep  breathing  occurs  in  the  rabbit,  and  vomiting  and  uaueea 
in  the  dog,  and  accorduig  to  some  observers,  the  arterbl  tension  is  fin;»L  increased 
through  stunulatEon  of  the  vasomotor  centre.  Later  the^ movements  are  wanting 
in  coordinatioQ)  the  respiration  becomes  alow  and  dy&pntsic,  the  heart  \&  weak, 
and  the  animal  becomes  comatose  and  diea,  sometimes  in  convulsions. 

In  cases  of  oxalate  poisoning  in  man,  the  early  symptoms  are  great  mus^ 
cular  weakness,  twitching  of  the  mu^les,  especially  of  those  of  the  face,  more 
rarely  convulsions;  later  there  follows  collapse  with  a  weak,  fluttering  pulae, 
pallor  or  cyanods,  coma  and  death. 

Oxalates  are  very  poisonous  to  all  forms  of  animal  life  and  to  plants  con- 
taining clilorophyll,  but  are  harmless  to  the  moulds,  bacteria  and  ^iome  algee. 
The  fluorides  are  equally  poisonous  to  the  higher  organiamat  and  in  addition 
ha%'e  considerable  antiseptic  power,  one  part  in  200  of  water  being  sufficient 
to  arrest  the  growth  of  bacteria.  Both  are  absorbed  with  great  difficulty  from 
the  stoinaeh  and  intestine^  and  cause  irritation  and  effusion  of  liquid  except 
in  very  dilute  solutions.  Added  to  the  blood  outside  or  inside  the  body,  they 
prevent  its  coagulation,  and  the  reimet  ferment  also  fails  to  coagulate  milk  in 
the  presence  of  smalt  quantities  of  oxalate.  The  frog's  heart  is  much  weak- 
ened by  the  addition  of  oxalate  of  sodium  to  the  blood  perfused  through  it, 
while  the  mammalian  heart  is  not  affected  by  very  small  quantities,  but  if  the 
injection  of  oxalate  be  continued,  becomes  suddenly  weaker.  According  to 
some  obaervers,  the  terminations  of  the  autonomic  nerves  are  rendered  more 
excitable  under  oxalates,  and  this  manifests  itself  in  salivation,  ready  dilation 
of  the  pupil^  variations  in  the  rate  of  the  heart,  and  in  an  abnormal  sensitiveness 
to  adrenaline  and  pilocarpine  (Chiari  and  Frohlich). 

When  the  ordinary  nerve-muscle  preparation  is  soaked  in  oxalate  or  fluoride 
aolution,  the  same  twitching  and  tremor  of  the  muscle  is  observed  as  when  the 
salt  is  injected  into  the  frog.  Later  the  nerve  ends  are  paraly^d,  and  the  nerve 
fibres  lose  their  irritability,  a«  \s  indicated  by  the  disappearance  of  the  electrical 
current  of  action.  The  fluorides  are  powerful  local  irritants,  small  quantities 
applied  to  the  conjunctiva  cauaing  con^estioo  and  inflammation.  Both  fluorides 
and  oxalates  irritate  the  stomach  and  mduce  nausea  and  vomiting. 

The  fluorides  alisorbed  from  the  alimentary'  canal  are  excreted  by  the  urinei 
but  this  takes  place  very  slowly^  and  much  of  the  fluoride  is  stored  up  in  the 
body,  some  in  the  Uver  and  skin,  but  most  tn  the  bonea  in  the  form  of  calcium 
fluoride.  Crj'stals  Off  this  very  insoluble  salt  are  fouiid  in  masses  in  the  Haver- 
sian canals,  and  increase  the  hardness  and  brittteneaa  of  the  bones. 

Practically  the  whole  of  the  oxalate  ingested  is  excreted  in  the  urine  in  the 
form  of  oxalate  of  calcium,  and  the  insoluble  crystals  are  often  deposited  along 
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thft  ir.nnrt'  ".it-iiiffl  iiiii  ma-*  -ftiip  'hem  ip  ■amr^'iv  md  rhua  tauae  anaria,  con- 
t^Uon.  mti  :nif;ixnni:irjjn  ji  ~m*  ^dney:  lihiumniina  -m  •ivjoi.  the  most  marked 
^ymnrrim  in  •liifpr.  p^.uoriLiuc  ji  man  The  iep«iaTd  oxaiacea  ofcoi  form  white 
Uni»s  rinranir  :*  "im  "hp  "ade  m  "ae  ipex  if  "he  r»nai  prramidB.  wfaicli  are  quite 
ftvifienr  maiTOftropipaily  ic  the  iiitopay.  ^mail  ixaiare  «Taicuii  have  also  been 
profiureii  .n  'tie  peivj  of  "iie  iiiiney  buniiier.  ir  ipeter  "imua^  the  {volonged 
ailminiHtrar.on  if  oxalare  to  immaia.  Xot  Jiirequenciy  zhex  renal  changes  are 
thi^  only  ienioiu)  fiiiind  poflC-morteni  in  -rafiea  if  paiaanuuc  with  oxalates. 

The  proifliu^  jiimmiatrarioa  of  <^xaiares  mim-tig  haa  been  found  to  induce 
chanops  in  ".he  ikeieton  iiienncal  mai  ^hoae  ahsmc  zysm  lime  scarvatioa;  for 
Mumpte.  :)heep  :*>fi  on  pixutd  •nntAininc  much.  oxaMire  are  found  to  have  leas 
lime  in  *,he  booea  *mui  lauai. 

The  orher  niembera  of  ~jie  oxaiase  aeries,  maionases  CHxtCOOXa^il  and 
succinates  CHz  Ci>  r  ■  -iif s  mm  'he  oxalates  in  being  much  leas 
poiaonniia.  rhe  rar&l  'ioat  of  malonat;e  arda  z-einz  ihout  twenty  timea  that 
of  the  oxalate,  ami  *he  siictrinare  beinc  aimoet  moifereiit.  The  malonate  is 
almost  cTjmpleteiv  oxiiiued  in  the  usaes.  and  suix-inate  disappears  com- 
pletely. It  ia  soniticant  that  malonic  and  juci^imc  acids  form  much  more 
soluble  aalrj  with  lime  than  does  oxaiii:  airid.  Borh  sialonate  and  succinate  of 
sodium  are  absorbeii  'jnly  aloviy  from  the  intestine,  and  act  as  saline  cathartics. 

Hydrofluoric  acid  ia  an  exceedin^y  powerful  *^uscn:.  destroying  the  mucous 
membranes  wfaeps'^er  it  comes  in  contact  with  chem.  It  has  been  ofaeerved  that 
workers  in  cerr.am  departments  of  ciase  factories,  in  which  the  atmosphere 
contains  a  small  amount  of  this  acui.  are  very  seldom  attacked  by  tuber- 
culosis, and  an  attempt  has  been  maiie  to  treat  puLmooary  phthisis  by  the 
inhalation  of  very  dilute  vapors.  The  results  have  not  been  successful,  although 
there  ls  no  •::iiestion  that  hydroliuorii^  acid  is  a  pi^werful  germicide. 

?*odium  duorosilicate  ■  SiFlNa«  has  also  been  useil  as  an  antiseptic  in  solution. 
It  has  been  found  to  cause  nausea,  eructation,  and  slowness  of  the  pube  when 
swallowed. 

The  oxalates  are  not  used  in  therapeutics.  In  cases  of  oxalate  poisoning 
the  natural  antidote  is  lime,  which  forms  an  insoluble  precipitate  in  the  stomach 
and  may  also  relieve  the  symptoms  induced  by  the  withdrawal  of  lime  from 
its  normal  combination  in  the  tissues.  At  the  same  time  large  quantities  of 
water  and  diuretics  may  be  given  in  order  to  wash  out  the  crystals  of  oxalate 
from  the  urinary  tubules.  Oxalate  poisoning  has  sometimes  occurred  in  man 
from  the  use  of  vegetables  containing  much  oxalic  acid.  e.  g..  rhubarb  leaves. 
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XLIX.  BARIUM,  STRONTTOM,  AND  BfAOMESTOM. 

Barium  i.i  thf;  most  poisonous  of  the  alkaline  earths,  but  resembles  the  others 
ill  |H!ii(:lnitiii((  \^itli  difliculty  into  the  epithelium  of  the  alimentary  canal,  and 
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is  therefore  abeorbed  very  slowly.  It  haa  a  chajacrterifitic  action  on  m^y 
forma  of  muscular  tissue,  resembling  closely  that  of  vcratrine,  iiud  the  con- 
traction of  the  frog's  muscle  under  barium  is  thus  stronger  than  nornially,  and 
is  very  greatly  prolonged;  thia  acUou  U  not  opposed  by  curara  and  is  therefore 
believed  to  be  exerted  on  the  contractile  substance  directly.  The  frog's  heart 
beats  more  strongly,  but  more  slowly  from  a  similar  action  on  the  muscle  fibres, 
and  the  wolis  of  the  stomach  and  intestine  are  thrown  into  \-iolent  uontrnclion 
from  the  action  of  the  metaf  od  the  unairiated  muscle  fibre.  There  is  some 
question  as  to  whether  the  central  nervous  ayatem  is  acted  on  in  the  frog,  but 
in  the  mammal  barium  salts  injected  intrayenously  cause  violent  tonic  and 
clonic  spaaoiBf  from  their  stimulating  the  spinal  cord  and  medulla  oblongata. 
The  action  on  the  alimentary  canal  induces  vomiting  and  purging  with  very 
active  peristalsis.  The  heart  is  accelerated  and  the  blood-pressure  is  enormously 
increased  at  firet,  and  thea  undergoes  slow  undulations  for  some  time.  The 
increased  tension  may  be  due  to  the  cardiac  action  in  part,  but  is  chiefly  to  be 
ascribed  to  a  very  niarked  contraction  of  the  muscular  walls  of  the  vessels. 
The  frog's  heart  eventually  assumes  an  irregular  jjeristaJtic  form  of  contractioD 
and  ceases  in  systole^  as  in  digitalis  poisotiiiig,  and  the  changes  in  the  ntammalian 
heart  also  resemble  those  caused  by  this  series.  Barium  in  suiftcient  quantities 
finally  paralyzes  the  central  nervous  system.  In  fatal  poisoning  in  animals 
hffimorrhages  have  been  found  in  the  stomachy  intestioe,  kidney,  and  other 
organs. 

Barium  is  quite  incapable  of  replacing  calcium  in  its  relations  to  living  matter, 
and  accordingly  chloride  of  sodium  solutions  to  which  barium  chloride  has  been 
added  do  not  tend  to  keep  the  frog'S  heart  active  as  do  those  containing  lime 
Some  authors  hold  that  barium  can  replace  calcium  to  an  imperfect  degree 
the  coagulation  of  the  blood,  but  this  is  denied  by  others.  Potassium  sal 
tend  to  neiJtrali^e  the  effect  of  barium  on  the  heart  and  muscles,  the  relation 
resembling  that  which  they  bear  to  lime« 

Barium  is  absorbed  slowly  from  the  intestine  and  is  found  to  be  stored  in 
the  bones  to  some  extent,  and  to  be  excreted  by  the  intestinal  epithelium,  only 
traces  appearing  in  the  urine. 

It  has  been  suggested  as  a  substitute  for  digitalis^  but  has  seldom  been  used 
in  practical  therapeutics.  In  veterinary  practice  it  is  often  employed  as  a 
purgative. 

Strontium  is  a  comparatively  inert  substance  even  when  injected  directly 
into  the  bloodf  resembling  catcium  in  its  action  in  the  body  as  far  as  is  knon-n, 
but  being  even  less  poisonous.  It  contracts  the  muscles  somewhat,  tends  to 
lessen  the  dilatation  of  the  hearty  and  prolong  the  contraction  of  muscle>  though 
only  to  a  alight  extent.  It  has  not  the  antagonistic  effects  to  magnesium  which 
•re  poODOOoed  by  calcium,  nor,  on  the  other  hand,  does  the  last  named  prevent 
the  symptoms  induced  by  large  quantities  of  strontium.  It  is  absorbed  very 
slowly  from  the  intestine  like  the  other  alkaline  earths,  and  is  deposited  in 
small  quantities  in  the  bones  of  growing  animals,  especially  when  there  is  a 
deficiency  of  lime  in  the  food;  but  it  cannot  be  used  to  replace  the  calcium 
of  the  food,  animals  treated  thus  showing  the  symptoms  of  lime  starvation.  It 
is  excreted  in  small  quantities  by  the  urine,  but  mainly  by  the  bowel.  Strontium 
salts  have  been  used  to  a  limited  extent  in  therapeutics,  not  for  the  effect  of 
the  strontium  ion,  but  for  the  bromide,  iodide  or  salicylate  effects  of  its  salt^. 
In  view  of  the  fact  that  the  strontium  salts  are  more  slowly  absorbed  than  the 
corresfionding  ones  of  sodium  and  potassium,  there  would  seem  to  be  good 
grounds  for  abandoning  their  use. 

The  Msgnesiuni  Salts  have  recently  been  shown  by  Meltzer  to  have  a  very 
powerful  action  when  injected  hypodermieslly  or  intrax^enoualy.  The  most 
characteristic  effect  is  complete  anaesthesia,  resembling  that  induced  by  the 
chloroform  group^  and  ending  in  fataJ  cases  in  paralysis  of  the  respiratory 
centre.  This  arises  from  direct  affection  of  the  central  nervous  system^  and 
immediate  recovery  follows  the  injection  of  a  calcium  salt,  which  opposes  tha 
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Diagnesium  aclioa  in  the  same  way  ad  it  do€s  that  of  pure  sodium  (see  Cal- 
ciuni).  Applied  to  a,  aervG  trunk,  magnesium  salts  in  25  per  cent,  solutton 
act  in  the  same  way  as  oocainc,  paralyzing  first  the  afferent  and  later  the 
efferent  fibres,  and  injected  into  the  intradural  spate  they  cause  complete 
anteathesifi  of  the  lower  part  of  the  body  like  conaiiie;  inagnesimu  sulphate 
has,  in  fact,  been  substituted  for  cocaine  occasionally  for  aurgicai  operatione 
and  in  the  treatment  of  tetanus.  The  ansesthegia  laala  very  much  longer  and 
this  renders  it  unsuitable  for  surgical  work*  but  several  cases  of  tetanus  treated 
by  subdural  injection  of  magnesium  sulphate  have  recovered.    (Doae,  about 

0.  02  G,  per  kg.  in  man.)  The  same  anieatlietizinf?  action  is  seen  in  the  lower 
invertebrates  when  a  magnesium  salt  is  added  to  the  water  in  which  they  live. 
Magnesium  has  coinparatively  little  effect  on  the  heart,  tending  to  leasen  the 
excitability  of  the  vagus,  and  this  effect  may  also  be  abolished  by  lime  salts. 
It  reduces  the  irrit^tbility  of  the  intestine  when  injected  intravenously  and 
arrests  the  peristalsis  aroused  by  physostigmtne  o'r  barium.  It  also  appears 
to  have  some  effect  on  the  myoneural  receptors  in  muscle,  for  it  arreata  the 
twitchings  induced  by  phyaostigmine  and  in  large  doses  interrupts  the  path 
from  nerve  to  muscle  ui  the  same  way  as  curara.  When  injected  intravenously 
magnesium  prov^  to  be  coni^id^rably  iDore  poisonous  than  potassium,  but,  unlike 
the  latter,  kills  by  paralyzing  the  respiration.  None  of  these  effects  are  elicited 
when  magnesium  salts  are  given  by  the  mouth,  as  that  absorbed  is  excreted 
rapidly  and  there  is  never  enough  accumulated  in  the  blood  to  have  any  action. 
Magnesium  is  excreted  by  the  kidney  and  traces  may  appear  in  the  secretions 
from  other  organs.  It  is  eliminated  rapidly,  almost  the  whole  appearing  in  the 
urine  within  forty-eight  hours,  and  this  excretion  of  magnesium  is  attended 
by  an  increase  in  the  calcium  of  the  urine,  while  that  of  the  fsecea  may  diminish. 
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L.  SULPHIDES, 

The  ordinary  sulphides  of  the  alkuhcs  are  of  httle  importance  in  themselves, 
as  they  are  seldom  used  in  therapeutica.  The  effect  of  hydroaulphuric  acid, 
however,  apart  from  ita  Im-al  irritant  action,  ia  due  to  the  sulphide  which  it 
forms  in  the  blood,  and  the  study  of  this  powerful  poison  therefore  Involves  a 
preUminary  examination  of  the  effects  of  the  sulphides.  Again,  sulphur  is  in 
itself  inert,  but  is  changed  to  sulphides  and  hydrosulphuric  acid  in  the  alimentary 
canal,  and  the  effects  induced  by  its  administration  are  due  to  these  bodies, 
and  not  to  the  oriEinal  clement  (p.  94). 

Action.— The  sulphides  are  very  weak  salts,  for  even  carbonic  acid  is  capable 
of  liberatiiig  hydrosuiphuric  acid,  and  wherever  they  come  in  contact  with 
it  in  quantity  there  ia  a  tendency  to  form  free  acid,  which  acts  as  a  powerful 
Eocal  irritant;  it  is  not  impossil)le  that  the  sulphides  have  an  irritant  effect  of 
themselves  in  addition  to  that  of  the  hydrosulphuric  acid.  The  eulphidea 
accordingly  act  as  irritants  in  the  stomach  and  boweh  and  in  the  latter  induce 
incrcflsed  pcristulsis  and  purgation.  When  injected  auhcutaneously  in  the  frog, 
sodium  sulphide  causes  a  narcotic  condition  from  depression  of  the  central 
nervous  system^  and  in  sufficient  quantities  we-akens  the  skeletal  muscle  and  the 
heart,  which  continues  to  beat  after  complete  paralysis  haa  been  obtained, 
but  eventually  ceases  in  diastole.  After  the  narcosis  has  lasted  for  some  time, 


ihere  followe  a  marked  increase  in  the  reflex  irrilabsiity,  with  convulsions  re- 
Fembhng  those  oi  strychnine  poisoning  in  their  general  character,  but  differing 
from  them  in  lasting  coDtmuously  for  weeks  or  even  months  at  &  time.  The 
animal  lies  in  an  exti^nded  and  tense  condition  throughout,  and  parses  into 
complete  opisthotonos  on  being  touched. 

Sulphides  injected  iistrav^enously  in  mammals  induce  violent  conxulsions, 
which  seem  to  be  of  cerebral  origin,  for  they  do  not  occur  in  the  hind  liniba 
when  the  spinal  cord  ia  cut.  The  respiration  is  at  first  accelerated  and  later 
dyapnceic  and  finally  ceases,  this,  along  with  the  paralysis  of  the  vasomotor 
centre,  being  the  cause  of  death.  The  heart  does  not  seem  to  be  seriously 
affected  except  indirectly  through  the  failure  of  the  respiration  and  the  fall  of 
the  blood-pressure. 

Sulphide  solutions  added  to  drawn  blood  reduce  the  oxybfemoglobin  at 
once,  and  give  the  blood  a  dark  venous  color.  At  the  same  time  a  compound 
of  sulphide  and  htemoglobin  is  formed,  the  chemistry  of  which  is  etiil  very 
obscure,  but  which  would  seem  to  be  more  nearly  related  to  methEPmoglobin 
than  -to  haemoglobin.  It  ia  known  as  aulpho^hspmoglobin  or  as  sulpho-methae- 
moglobin,  and  gives  the  blood  a  greenish  color  when  a  thin  layer  is  examined, 
while  a  thicker  layer  is  dark  red-brown.  This  sulpho-hsmoglobin  possesses 
a  characteristic  spcctnim,  marked  by  a  dark  line  in  the  red  to  the  left  of  the 
D  line.  Larger  quantities  j^ve  an  olive-green  color  to  the  blood,  and  the 
spectrum  of  sulpho-hjemoglobiu  disappears.  Wlien  sulphides  are  injected 
into  froga,  and  more  especially  when  sulphuretted  hydrogen  is  inhaled,  the 
blood  gives  tlie  characteristic  spectrum  during  life,  but  this  does  not  seem 
to  be  the  case  in  mammals,  although  aulpho-hifnioglobm  is  formed  soon  after 
death.  The  blood  changes  are  not  the  cause  of  denth  in  poisoning,  as  was 
formerly  supposed,  but  the  direct  action  of  the  sulphides  ou  the  central  nervous 
system. 

Sulphides  absorbed  into  the  blood  are  rapidly  oxidized,  and  are  excreted 
in  the  urine  in  the  form  of  sulphates  and  of  organic  sulphur  compounds  of 
unknown  constitution,  Small  quantities  escape  by  the  lungs,  and  give  the 
breath  the  disafpt^able  odor  of  sulphuretted  hydrogen,  and  some  ia  excreted 
in  this  form  in  the  perspiration. 

The  sulpltides  disstilve  the  homy  epidermtis  and  hair  very  readily  when 
they  are  applied  to  the  skin.  If  the  application  is  eorUinuedj  gome  irritation 
and  redness  is  produced, 

Hydrosnlphuric  Acid  (sulphuretted  hydrogen,  hydrogen  sulphide  (HtS) ) 
is  a  gas  with  strong  irritant  properties,  which  it  shares  with  other  acids  (see 
page  551)  and  has  not  infrequently  given  rise  to  poisoning,  as  it  is  formed  in 
large  quantities  in  U\e  course  of  the  jjutrefaction  of  sulphur  compounds,  such  as 
proteins.  &en*er  gas  often  contains  it  in  quantity,  and  workmen  employed  in 
cleansing  sewers  or  cesspoob  have  often  suflTered  from  its  effects.  When  inhaled 
in  concentrated  form  it  is  almost  immediately  fatal,  the  patient  losing  con- 
sciousness at  once,  and  the  respiration  ceasing  after  a  few  seconds.  In  smaller 
quantities  it  causes  inmicdiate  unconsciousn^,  lasting  for  several  hours  and 
then  passing  into  fatal  coma,  which  is  often  interrupted  by  violent  convulsions. 
In  both  of  these  fonns  the  symptoms  are  due  to  the  direct  action  of  the  sulphides 
on  the  brain  and  medulla  oblongata.  Persons  exposed  to  a  very  dilute  vapor  of 
sulphuretted  hydrogen  suffer  from  local  irritation  of  the  eyes,  nose  and  throat 
indicated  by  patn  and  congestion  of  the  conjunctiva,  sneezing,  dryncsa  ana 
soreness  of  the  mouth  and  throat,  and  a  reflex  increase  in  the  secretion  of  tears, 
saliva,  and  mucus.  Headache,  dulness,  giddiness  and  loss  of  energy  are  com- 
plained of;  the  symptoms  frequently  appear  only  some  time  after  the  exposure 
to  the  poison.  Death  in  aninaals  exposed  to  these  dilute  funoes  ia  due  in  part 
to  oedema  of  the  lungs  caused  by  the  local  irritant  action.  One  part  of  hydro- 
sulphuric  acid  in  5,000  of  air  is  sufficient  to  induce  symptoms  in  man,  and  an 
atmosphere  containing  one  part  in  2,000  can  be  respired  for  only  a  short  time, 
and  gives  rise  to  alarming  sjniptomg;  about  one  part  of  hydroeulphuric  acid  in 
1,000  (mrlfi  of  air  is  sufhcient  to  poison  a  man  fatally  in  ten  minutes. 
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The  poisonous  effect  of  sulphuretted  hydrogen  \b  due  in  part  to  iU  local 
irritant  action^  in  part  to  its  directly  affecting  the  central  nervous  system. 
The  clianges  in  the  blood  occur  during  life  only  after  very  conceutrated  gas 
is  inhaled,  although  they  may  indicate  the  ^loiaou  after  death  from  more  dilute 
vajKjr,  for  the  tissues  in  general  tend  to  assume  a  green  color  sooner  aft€r  hydro- 
sulphuric  aoid  poisoning  than  in  the  course  of  ordinary  putrefaction. 

Hydrogen  sulphide  is  destructive  to  most  fornis  of  life,  even  when  present 
in  comparatively  sraall  amount.  The  mierobea  of  putrefactiont  which  pro- 
duce it  theniseU'eSf  are  eventually  killed  by  this  gas,  unless  it  escapes  freely. 


Preparations. 

Foia^sa  SulphiiTatn  (U*  S.  P.,  B.  PO,  liver  of  sulphur  (Hepar  Sulphuris),  is 
a  mixture  uf  polysulphides  and  tliiosulphides,  often  containing  sulphate  of 
potassium.  It  is  soluble  in  water  and  possesses  an  unpleasant  saline  taste, 
and  an  odor  of  hydroRen  sulphide. 

Calx  SulphuraUi  (B.  P.)  Cakii  Sulphidum  Crudvan  (U.  S.  P.),  sidphurated 
lime,  is  another  impure  preparation  containing  at  least  55  per  cent,  of  calcium 
monosulphide  (CaS)  with  pome  caicimn  sulphate  and  charcoal.  It  forms  a 
grayish  powder^  insoluble  in  water,  and  gives  off  hydrogen  sulphide.  0.06  G. 

These  preparations  are  seldom  used  internally,  and,  in  fact,  the  sulphurated 
[wtassium  has  been  found  to  be  a  dangerous  poisont  from  the  hydrogen  sulpldde 
given  off  by  it  in  the  bowel  aeting  both  locally  and  after  absorption, 

Sulphurated  potassium  is  used  to  a  very  limited  extent  as  an  external  applica- 
tion in  certain  skin  diseases^  particularly  in  acne,  and  to  destroy  skin  parasites, 
Bueh  as  that  of  scabies.  It  is  used  as  an  ointment  (1  part  to  10  parts),  and  ie 
somewhat  irritant. 

{Sulphurated  lime  is  used  occasionally  to  remove  hair  and  homy  excrescences, 
both  of  which  it  renders  soft  and  gelatinous^  but  its  frequent  use  ia  liable  to 

cause  irritation. 

Many  mineral  springs  contain  hydrogen  sulphide  in  smail  amount,  and 
these  have  obtained  wide  celebrity  in  the  treatment  of  various  chroiiii:  respira- 
tory and  skin  diseases  and  in  syphilis,  gout,  rheumatism,  and  chronic  metatlie 
poisoning  (lead,  mercury).  Most  of  these  springs  nre  hot,  and  it  ia  open  to 
question  whether  the  small  amount  of  the  gas  contained  in  the  water  ia  of 
any  efficacy,  and  whet  !ier  the  beat  of  the  water  and  the  hygienic  conditions  are 
not  the  true  cause  of  the  improvement  observed  in  these  cases.  Sulphur  baths 
are  also  formed  artificially  by  the  addition  of  sulphurated  potassium  (2-8  os.) 
to  an  ordinary  hot  bath ;  a  small  quantity  of  acid  is  sometimes  added,  in  order 
to  free  the  hydrogen  sulphide  more  rapidly. 
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LI.  CHARCOAL. 

like  spongy  platinum  und  other  porous  bodies,  possesses  the 
property  of  adsurijing  gases  in  its  interstices  and  thus  ordinarily  contain 
considerable  quantities  of  oxygen.  When  brought  into  cootaet  with  decom- 
posing matter,  the  oxygen  is  released  and  hastens  the  oxidation  of  the  putre- 
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fying  mass,  tphUe  the  gases  arising  from  the  bacterial  aclion  are  adsorbed  by 
the  charcoal,  which  thus  acts  aa  a  deodorant.  It  has  no  direct  action  on  the 
microbes  of  putrefaction,  but  may  by  introducing  oxygea  favor  the  develop- 
ment o(  the  ngrobic  organisms  at  the  expense  of  the  anaerobic.  Besides  gases, 
charcoal  also  adsorbs  many  colloid  bodies,  such  as  the  coloring  matter  of  plants 
and  proteins. 

Animal  charcoal  appears  to  possess  no  advantages  over  wood  charcoal,  and 
they  both  act  when  moist  almost  as  efficiently  aa  in  the  dry  state. 

Charcoal  has  no  appreciable  efliecl  on  tlic  ecotiomyi  apart  from  its  lessening 
the  eructations  of  gaa  and  the  flatulence  in  some  cases.  It  passes  through 
the  slomach  and  intestine  unabsorbed,  and  may  in  rare  casea  cause  some 
mechanical  irritation  and  increased  movement.  Charcoal  given  in  a  si&Xe  of 
suspension  to  animals  is  said  to  have  been  found  in  the  epithelial  cells  of  the 
intestine  and  even  in  the  blood  vesscts,  but  does  not  have  any  eJfect  attribu- 
table to  its  absorption  in  man.    {Wild,  Med.  Chronicle^  1896). 

Carbo  Ligni  (U.  P.^  B.  P.),  charcoal  prepared  from  soft  wood  and  finely 
powdered.   Dose,  1  G.  (15  pstb.). 

Charcoal  ia  used  intemaUy  to  remove  the  gases  in  flatulence  and  dyspepsia, 
and  is  prescribed  in  powder  or  in  the  form  of  charcoal  lozenges.  Ii  umy  be 
given  in  any  quantity,  but  is  most  commonly  prescribed  in  4-S  G.  ((30-120 
gre.)  doses.  It  is  employed  externally  aa  a  deodorant  in  ca^es  of  fou!  ulcers» 
cancerous  sores,  or  malodorous  secretions  from  any  source;  for  thte  purpoae 
it  is  added  to  poultices  or  used  dry  in  bags  of  fine  cloth. 


LH.    CARBONIC  ACID. 

Carbonic  ac'ld  13  contained  in  considerable  quantity  in  many  thera- 
peutic preparations,  notably  in  the  effervescent  cathartics  and  ant- 
acids, and  also  in  many  be\  erages,  such  as  soda  water,  potash  water, 
champagne,  and  other  sparkling  wines.  In  some  of  these  it  is  formed 
by  the  action  of  an  acid  snch  as  citric  or  tartaric  acid  on  carlionates, 
in  others  it  is  lil>erated  in  the  course  of  fermentation,  while  in  the 
artificial  aerated  waters  it  is  forced  into  solution  under  high  presstire. 
The  last  are  therefore  simple  solutions  of  carbonic  acid,  while  in  the 
others  more  powerful  agencies — catliartic  salts  or  alcohol — are  contained 
in  addition. 

Carbonic  acid  has  a  weak  irritating  action  wlien  applied  in  quantity; 
thus  in  baths  charged  with  carbonic  acid,  a  slight  reddening  of  the 
skin  has  been  obser\edi  and  some  irritation  and  prickling  of  doniuled 
surfaces  is  produced  j  a  stream  of  carlK>nic  aci<l  directed  against  a 
wound  or  burn  causes  considerable  heat  and  pain.  Pure  carbonic 
acid  gas  causes  spasm  of  the  glottis  when  inhaled,  and  even  when  it  is 
much  diluted,  some  irritation  in  tlie  respiratory  passages  may  follow 
at  first.  Solutions  of  carbonic  acid  induce  reddening  of  the  mucous 
membrane  of  the  mouth  anel  stomach,  and  are  very  rapidly  absorbed, 
owing  to  the  congestion  and  increased  blood  flow  in  the  stomach  wall 
whicli  follows  their  administration.  Much  of  the  carbonic  acid  is 
thrown  up  by  eructation^  but  some  of  it  is  absorbed  and  is  excreted  by 
the  lungs.  The  absorbed  acid  has  no  elFcf't  on  the  organism,  but  the 
slight  irritation  of  the  stomach  may  cause  increased  appetite  and  a 
feeling  of  wel!-bemg.  The  rapid  absorption  of  the  water  in  which  it  is 
dissolved  is  followed  by  an  augmented  secretion  of  urine,  and  the  carbonic 


574 


SUBSTANCES  ACTING  AFTER  ABSORFTIOX 


acid  waters  are  therefore  used  in  preference  to  ordinal^*  waters  where  a 
rapid  flushin^r  of  the  tissues  and  a  profuse  secreticm  of  urine  is  desired. 
In  iidclition.  the  slight  irritation  of  the  mouth  and  stomach  renders  them 
more  acceptable  than  ordinary  waters  m  fever  and  in  other  diseases 
accompanied  Ity  intense  thirst;  a  mixture  of  milk  and  aerated  water 
is  often  very  grateful.  The  presence  of  carbonic  acid  in  the  sp&rkling 
wines  leads  to  the  rapid  absorption  of  the  alcohol  abOp  and  this  action 
on  the  stomach  may  exphiin  their  being  more  exhilarating  than  other 
wines  containing  an  e<:|ua[  amount  of  alcohoL  The  slight  irritant 
effect  of  carbonic  acid  in  the  stomach  has  pro\  ed  of  benefit  in  some  forms 
of  gastric  catarrh,  such  as  that  following  alcoholic  excess.  Carbonic  acid 
waters  are  also  useful  in  the  vomiting  of  pregnancj-  and  ia  seasickness. 

The  prolonged  application  of  carbonic  acid  to  the  mucous  mem- 
branes leads  to  local  anipsthesia,  and  nmnbing  of  the  skin  is  also  stated 
to  occur  under  similar  treatment. 

Carbonic  acid  is  absorbed  from  all  the  mucous  membranes,  frora 
the  skin  and  from  the  lungs.  The  gas  has  no  effect  after  absorption 
except  w  hen  inlialed,  however^  as  when  absorbed  in  any  other  way  it 
is  at  once  excreted  by  the  lungs,  and  the  amount  absorbed  never  alters 
appreciably  the  normal  percentage  of  carbonic  acid  in  the  blood. 

When  carbonic  acid  is  inhaled  unmixed  with  Qxygen,  it  induces  aaphsnoa, 
partJy  from  a  specific  action  which  it  exerts  on  the  cetitml  nervous  system, 
but  chiefly  frum  the  absence  of  oxygen.  Ita  effects  are,  therefore,  very  simiJ^ 
to  those  of  any  LndifTcrent  gas,  s\ich  as  hydrogen  or  nitrogen,  and  the  symptoms 
are  those  of  ordinarj'  asphyxia.  When,  however,  carbonic  acid  is  inhaled  noixed 
with  a  sufficient  amount  of  oxygen,  the  specific  effects  of  the  gas  are  obser>-ed 
without  any  flsphyxia.  Tfie  eyinptorae  are  tfiose  of  transient  stimulation  and 
subsequent  depreaaion  of  the  central  nervous  system  and  heart.  The  first 
stage  \a  marked  by  a  very  short  period  of  psycliical  exaltJition,  with  deep  res- 
pirations, &  shght  rise  in  the  blood-pressure  and  a  moderately  slow  pul^e.  Verj'' 
aoon,  however,  unconsciousness,  loss  of  the  spontaneous  movejueuta,  and  later 
of  the  spiniU  reflexes  follow,  the  respiration  becomes  somewhat  slower  and 
shallower,  the  pulse  continues  alow  and  the  heart  is  weaker.  If  the  inhAl&tioQ 
be  continued  the  respiration  fails,  the  heart  continuicg  to  beat  for  a  short 
-  time,  though  weakly,  The  symptoms  of  the  first  stage  seem  to  be  due  to  a  diiect 
stimulant  action  on  the  cerebrum  und  on  the  vagus,  vasomotor  and  respiratory 
centres,  while  the  second  stage  resembles  that  induced  by  the  ordinary  aiup»- 
theticB,  and  ia  evidently  cnuaed  by  depression  of  the  central  ner\'ous  fiystem 
and  of  the  heart  muscle,  In  fact  a  mixture  of  carbonic  acid  and  air  h^a  been 
used  m  an  ana?8thetic  in  one  or  two  surgical  operatious.  Death  from  carbonic 
acid  poisoning  is  not  preceded  by  con^njJsione,  those  observed  in  ordinary 
asphj'xia  being  due  to  the  absence  of  oxygen,  and  not  to  the  excess  of  carbonic 
acid;  it  ia  still  undecided  by  wliich  of  these  factors  the  increased  peristalsis  seen 
in  suffocation  is  caused.  In  well  diluted  vajjor  the  symptoms  of  exaltation  alone 
are  observed,  no  amestheaia  following.  A  mixture  of  5  per  cent,  carbonic  acid 
in  air  causes  acceleration  and  deepening  of  the  respiration  without  further 
changes. 

Carbonic  acid  in  excess  acts  as  a  poison  to  other  organs  besides  the  eentraJ 
nervous  system  and  the  heart,  althoueh  tiais  elTect  is  not  seen  in  mammals. 
Frog's  mtiade  loses  its  irritability  rapidly,  the  ciliated  epithelium  ceases  move- 
ment and  the  motor  nerveSj  after  a  short  period  of  increased  excitability,  are 
paralyjsed  by  eicposure  to  an  atmosphere  of  carbonic  acid.  The  blood  assuniet 
the  venous  color  when  shaken  vdin  the  gas,  and  prolonged  contact  produces 


acid  hffimatin,  as  does  any  other  acid.  It  ia  a  general  poifiou  to  the  prot^iplasm 
in  mammals*  apart  from  the  effects  on  the  central  nervous  system,  for  the  com- 
btistion  in  the  tissues  ia  lessened  to  an  extraordinary  degree,  as  is  evidenced  by 
the  very  smalJ  amount  of  oxygen  absorbed. 

Carbonic  acid  is  the  natural  stimulus  of  the  respiratory  centre^  and  it  has 
been  BUgigested  as  a  remedy  in  some  forms  of  respiratory  failure;  thus  in  opium 
poisoning  it  would  seem  a  rational  form  of  treatment  to  inhale  5-7  per  cent, 
of  carbonic  acid  in  air.  In  some  forms  of  Che^me-Stokes  respiration  it  has  been 
found  that  dilute  carbonic  acid  restores  regular  breathing  (Fig.  69). 


Fio.  69 
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Fdtiodjc  roflpinition  in  n   rabbiL     DctweQii   ihe  arrows,  6  per  cent,  CO3  in  ait  wu 
iahaicd  vid  the  reapimtioD  became  reeuLar.^butJrelapscd  boon  after^Ardft. 

Mineral  waters  containing  targe  quantities  of  carbonic  acid  in  solution  are 
often  recommended  as  baths  in  various  chronic  diseases,  such  na  rheumatism. 
The  effects  may  I>e  due  to  the  carbonic  acid  in  part,  but  these  waters  also 
contain  salta  tn  solution. 

Solid  carbonic  acid  (carbonic  acid  snow)  has  been  applied  as  an  irritant  in 
various  external  conditions  (page  33)  and  had  also  been  used  to  induce  Local 
anfiestheaia  by  cold  (page  74) . 
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Lm.  OXYGEN. 

Ever  since  ihe  discovery  of  the  relation  of  oxygen  to  the  respiration,  attempts 
have  been  made  to  use  it  in  therapeutics,  by  inhaiing  the  gBs  pure  or  mixed 
with  air^  or  by  spending  a  certain  time  eacft  day  in  chambers  of  compressed 
air.  It  was  expected  that  by  these  means  a  larger  amount  of  oxygen  would  be 
absorbed,  and  a  more  active  combustion  in  the  tissues  would  be  induced.  The 
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oxygen  is  carried  to  the  tiasuea  for  the  most  part  in  the  form  of  oxyhfemoglobm, 
a  very  small  fraction  existing  in  simple  solution  in  the  ptasma.  Now  in  normal 
oonditiona  the  air  inhaled  by  the  Iimgs  euffioes  to  saturate  practically  the  whole 
of  the  hffimoglobin  in  the  pulmonary  veasesls  and  the  breathing  of  pure  oxygen 
cannot  appreciably  increase  the  amount  carried  as  oxyhscmoglobin.  It  is  true 
that  the  oxygen  dissolved  in  the  plasma  is  increaaed  by  a  great  rise  in  the  baro- 
metric pressurCj  or  bv  inhaling  pure  oxj'geu,  but  this  dissolved  oxj'gen  m  trifling 
in  amount  compared  with  that  in  combination  with  the  hicmoglobin.  Under 
ordinary  conditions,  then,  t  he  air  is  sufficient  to  oxygenate  almost  all  the  reduced 
haemoglobin  passing  through  the  lungs,  and  oxygen  lessens  but  slightly  the  smaiJ 
proportion  that  escapes  by  the  pulmonary  veins  unosygenated.  As  far  as  the 
tissues  are  concerned  ^  the  oxidation  is  of  courae  t  he  same  whether  the  oxyhtemo- 
globiii  carried  lo  them  by  the  blood  was  formed  in  a  pure  atmosphere  of  oxygen 
or  in  air,  of  which  it  comprises  only  about  20  per  cent.  The  alight  increaae  in  the 
oxyhflcmoglobin  of  the  blood  has  no  appreciable  effect,  na  more  oxygen  is  offered 
to  the  tissues  normally  than  they  can  assimilate.  It  is  therefore  inconceivable 
that  the  very  slight  increase  in  the  qimntity  of  oxygen  in  the  blood  can  have 
any  effect  on  the  oxidation  in  the  tissues  under  ordinary  conditions.  But 
if  the  gti3  be  inhaled  in  high  concentration,  the  augmented  fensiott  in  the  blood 
may  induce  some  symptoms,  and  this  is,  according  to  Smith,  the  explanation 
of  a  tendesicy  to  tetanic  conMjlsions  which  he  found  developed  in  animals 
under  these  circuniBtancea;  hijarity  and  some  other  nervous  effects  are  said 
to  have  been  induced  in  man  in  some  instances,  and  these  may  also  be  inter- 
preted as  the  results  of  the  high  oxygen  tension  in  the  bloody  if  they  were  not 
the  producta  of  fancy  and  suggestion.  Oxygen  inhalation  is  therefore  incapable 
of  increaaing  the  oxidation  in  the  tissuea,  or  in  fact  of  mcnlifying  in  any  way  the 
nietabolismj  and  experience  has  shown  it  to  be  valueless  in  such  constitutional 
diseases  aa  diabetes  and  gout,  in  which,  moreover,  tt  has  been  demonstrated 
that  there  is  no  deficiency  in  the  oxygen  of  the  blood. 

The  further  question  arises  whether  oxygen  inhalation  is  Likely  to  be  of 
benefit  in  the  cyanosis  due  to  severe  cardiac  or  pulmonary  disease.  Improve- 
ment is  sometimes  observed  clinically,  the  skin  losing  its  dark  color,  and  the 
respiration  and  heart  becoming  less  rapid  and  labored  as  soon  as  the  inhala- 
tion is  commenced,  and  alarming  symptoms  returning  when  it  ia  stopped. 
This  haa  been  explained  by  the  larger  amouTit  of  oxygen  dissolved  in  the  plafima; 
when  air  is  breathed,  the  plasma  contains  only  about  0.6  per  cent,  of  oxygen 
in  simple  solution,  but  when  oxygen  ia  inhaled  the  content  may  rise  to  3 
per  cent,  and  this  may  reinforce  the  oxygen  carried  by  the  ha'moglobtn.  In 
cases  in  which  only  a  small  quantity  of  blood  is  passed  througli  the  lungs  owing 
to  circulatory  disorder,  or  where  the  aerating  surface  of  the  lungs  is  diminished 
by  exudation,  this  small  supplementary  supply  of  oxygen  may  be  of  importance* 
Another  and  probably  more  important  factor  in  the  improvement  seen  under 
oxygen  in  pulmonary  diseaije  may  be  the  better  diffusion  of  the  oxjgen  in  the 
lung  alveoli;  the  air  actually  inspired  does  not  pass  directly  into  the  alveoli, 
but  diffuses  from  the  wider  air  passages  into  the  narrower  ones  ajid  then 
reaches  the  absorbent  surfaces.  Pure  oxygen  diffiisea  more  rapidly  and  ia 
larger  quantity  into  the  alveoli  than  when  it  is  mixed  with  nitrogen,  and  it  ia 
therefore  conceivable  that  when  the  movement  of  the  air  in  the  air  passages 
is  insufficient,  oxygen  may  give  relief  by  diffusing  in  larger  quantity  into  the 
alveoli.  Insufficient  movement  of  the  air  currents  may  be  due  to  obstruction 
of  the  respiratory  tract,  as  in  asthma  or  severe  bronchitis  or  pneumonia,  or  to 
slow  and  shallow  breathing  from  depression  of  the  centre*  Hill  and  Twort 
state  that  when  the  breathing  is  deep  in  normal  persona,  the  oxygen  in  the 
blood  ia  not  altered  when  oxygen  is  inhaled  instead  of  nir,  but  that  when  the 
breathing  is  very  shallow,  much  more  oxygen  is  contained  in  the  blood  during 
oxygen  inhalation.  The  same  inrreose  may  occur  when  the  breathing  is  insuffi- 
cient through  exudtition.  Many  obscrvens  have  noted  that  the  pulse  is  slowed 
by  the  inhalation  of  oxygen,  even  when  there  is  no  increase  in  the  oxygen 
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fll>sorbed  or  in  th€  carbonic  acid  exhaled,  sjid  the  statemeDt  is  made  that  greater 
exertion  is  possible  uncfer  oxygen  breathing  tdan  under  Air. 

When  the  h^maglobin  of  the  blood  is  so  altered  as  to  be  incapable  of  trans- 
porting oxygen  to  the  tissues,  as  in  casfs  of  poisoning  with  carbon  monoxide, 
nitrites,  chlorates,  mtrobenaol.  etc.,  oxygen  inhulation  is  indicated,  for  it  hna 
been  shown  by  Haldiine  and  others  that  the  plaama  dissolves  enouRh  oxygen 
to  maintain  life  when  that  supplied  by  the  blood  corpuaeles  \s  insufficient.  The 
inhalation  has  to  be  continued  until  the  symptotns  of  deficient  aeration  have 
disappeared 

Many  microbes  are  killed  or  at  any  rate  much  retarded  in  their  py>wth 
when  freely  exposed  to  the  air,  and  attempts  hnve  been  made  to  treat  pul- 
monary phthisis  by  oxygen  inhalation.  The  resulU  have  been  tesa  disaalroue 
than  those  of  some  of  the  other  treatments  by  inhalation,  but  no  distinct  benefit 
has  accnied,  and  in  sonje  t;ases  h^mopt.vsis  haa  been  induced  by  it  from  some 
unexplained  cause.  Smith  has  found  that  the  iiihalation  of  oxygen  under 
some  pressure  causes  irritation,  congestion  and  consotidation  of  the  lungs  in 
mice  and  birds. 

Oxygen  is  inhaled  through  a  n^ask  connected  with  a  large  container  vvhich 
is  filled  from  a  tank  of  the  compressed  gns.  Very  often  the  oxygen  may  be 
diluted  T\-ith  air,  and  for  this  purpHMe  a  amsill  opening  may  be  made  in  the  mask. 

OxonSp  or  active  oxygen  (Oi),  is  a  much  more  poirerful  oiddizing  body  than 
ordinary  oxygen,  but  is  more  easily  reduced  than  peroxide  of  hydrogen.  It 
has  a  curious  phosphorous  odor  and  is  distinctly  irritant  to  the  respiratory 
membranes;  it  is  almost  always  accompanied  by  nitrogen  oxides,  and  these 
may  further  aggravate  this  local  irritation.  It  is  rapidly  decomposed  by  living 
matter,  and  is  certainly  not  absorbed  into  the  blood  unchanged;  in  fact  it  is 
immediately  destroyed  in  the  pulmonary  surfaces.  In  man  its  inhalation  in  a 
dilution  of  2-3  per  million  of  air  causea  drow.siness  and  headache  from  irritation 
of  the  frontal  smua.  In  animals  15-20  ports  of  ozone  per  million  of  air  some- 
timea  proves  fatal  in  a  few  hours  from  respiratory  irritation;  a  condition  of 
weakness  and  drowsiness  precedes  death,  apparently  as  a  result  of  the  jocal 
irritation,  and  the  lessened  movement  is  accompanied  by  a  fall  in  the  COj 
eliminated,  Oaone  injures  most  enzymes  and  the  fermentation  of  yeast  ia 
hindered^  but  the  lactic  fermentation  does  not  seem  to  be  affected  and  some 
others  are  merely  delayed.  Ozone  applied  to  the  seeds  or  leaves  of  the  higher 
plants  also  delays  their  development  and  injures  thera. 

Ozone  has  undoubtedly  disinfectant  properties,  but  these  are  only  apparent 
when  air  contains  15  mg.  or  more  per  litre.  Even  this  disinfects  only  the 
air  itaelf  and  the  surfaces  of  objects,  as  the  ozone  loses  its  oxidizing  properties 
whenever  it  comes  in  contact  with  organic  matter  and  therefore  fails  to  penetrate. 
It  has  recently  been  advocated  to  disinfect  drinking  waler^  but  is  efficient 
only  in  fairly  pure  waters,  as  any  organic  matter  is  oxidized  and  tiius  absorbs 
the  ozone  and  the  microbes  escape.  For  this  reason  it  cannot  be  used  to  sterilise 
milk  or  food.  Comparatively  low  dilutions  are  sufficient  to  lessen  the  perception 
of  odors^  partly  owing  to  the  smell  of  ozone  itself  and  partly  by  its  action  on  the 
nasal  mucous  membrane. 

Ozone  inhalation  has  been  recommended  in  the  hope  of  increasing  the  oxi- 
dation of  the  tissues,  and  aa  an  antiseptic  in  pulmonary  phthisis,  but  its  irritant 
properties  preclude  its  use  here,  and  it  has  been  generally  discarded.  It  waa 
supposed  to  be  formed  in  turpentine  oil  on  standing,  and  old  turpentine  oil 
was  therefore  recommended  in  cases  of  phosphorus  poisoning,  with  the  hope 
that  it  would  tend  to  oxidize  the  phosphorus  and  render  it  harml^.  Recent 
investigations  show^  however,  that  no  ozone  is  fonnctl  in  turpentine  oil,  and 
there  is  no  reason  to  suppose  that  the  treatment  is  of  benefit. 

Many  so-called  solutions  of  ozone  contain  only  sjuall  percentages  of  hydrO' 
gen  peroxide  and  no  ozone  proper,  as,  though  the  latter  ts  soluble  m  water,  it 
decorn|)oscs  very  rapidly,  only  traces  of  it  being  found  in  the  solution  afler 
10-15  days.    It  breaks  up  into  oxygen,  and  docs  not  form  hydrogen  peroxide. 
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The  oxone  of  the  air  ha£  been  appealed  to,  in  order  to  eitplaio  aad  advertise 
the  beueGls  induced  by  xuauy  watering  places  and  forest  resorts,  but  it  has 
never  been  satisfactorily  proved  that  the  air  in  theae  localities  contains  more 
ozone  thun  in  other  leas  favored  placea.    The  curative  agency  la  generally 
change  of  scetie  and  interests  and  the  dietary. 
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LEV.  PHOSPHORUS, 

In  the  early  part  of  last  century  pjiosphorus  played  a  very  important 
r6Ie  in  therapeutics,  and,  in  fact,  was  regarded  almost  as  a  panacea, 
but  at  present  its  use  is  much  more  restricted,  and  some  doubt  is  entei^ 
tained  as  to  its  possessing  any  therapeutic  value  whatever.  At  the  same 
time,  it  has  been  the  subject  of  much  and  laborious  investigation, 
partly  because  it  has  frequently  given  rise  to  poisoning,  and  partly^ 
because  the  study  of  its  effects  Las  thrown  much  light  on  some  physicH^f 
logical  and  pathological  processes.    It  differs  from  most  poisons 
acting  for  the  most  part  on  certain  phases  of  the  animal  metabolism, 
and  it  is  believed  that  the  liver  is  the  chief  seat  of  its  activity. 

Phosphorus  is  absorbed  with  difficulty,  because  it  is  very  insoluble 
in  water  and  the  body  fluids  and  is  only  slowly  volatilized  at  ordinary 
body  temperature.  Large  masses  of  phosphorus  may  thus  pass  through 
the  alimentary  canal  without  serious  effects,  because  they  fail  to  be 
dissolved  and  absorbed.  But  when  it  is  taken  in  a  finely  divided  con- 
dition or  in  solution  in  oil,  it  gives  rise  to  symptoms  in  very  small 
quantity,  and  has  been  found  to  induce  fatal  poisoning  in  man  in  doses 
of  G,  [1-2  grs*).'    In  these  conditions  it  is  absorbed  partly 

as  vapor,  partly  in  solution  in  w^ater,  whicli  dissolves  only  traces,  how- 
ever, and  probably  chiefly  in  solution  in  the  fats  and  oils,  in  which 
it  is  much  more  soluble.  Phosphorus  vapor  is  also  absorbed  by  the 
lungs,  and  the  symptoms  of  chronic  poisoning  in  match  factories  are 
believed  to  arise  in  this  way.  It  does  not  seera  to  be  taken  up  from 
the  skin,  and  has  in  fact  little  effect  unless  when  rubbed  on  it,  when 
it  ignites  and  gives  rise  to  severe  burns;  phosphorus  burns  do  not 
cause  phosphorus  poisoning,  however,  as  is  sometimes  stated.  The 
red  amorphous  phosphorus  is  much  less  poisonous  tJian  the  ordinary 

■  Phosphorus  Ja  often  used  in  suicide,  ecDcrally  in  th^  fomi  of  r^t  poi»on  or  of  mtii'. 
hfods.    Each  phoaphorus  match  is  estimated  to  carry  3-5  mg.  of  phospharua,  bo  ih%t 
15-20  m&tch  heftds  are  auflicjent  to  induce  fatal  poisocing* 


PHOSPHORUS 


yellow  form,  because  it  is  less  soluble  and  also  less  volatile,  and  conse- 
quently fails  to  be  absorbed. 

Phosphorus  exists  in  tJie  blood  as  such,  and  the  effects  on  the  tissues 
arc  unquestionably  due  to  tlie  element  itself^  and  not  to  the  oxygen 
or  hydrogen  compounds]  as  has  been  supposed.  Some  phosphuretted 
hydrogen  (PH|)  may  be  formed  in  the  bowel,  but  is  comparatively 
unimportant,  the  great  mass  of  the  phosphorus  being  absorbed  un- 
chatiged.  As  soon  as  it  is  oxidized,  phosphorus  loses  its  specific  action, 
all  of  the  acids  being  comparatively  harmless.  Phosphorus  has  been 
detected  in  the  blood,  and,  it  is  said,  in  some  of  the  excretions. 

It  is  devoid  of  action  on  albumins  in  solution  and  has  no  imme- 
diate irritant  effects,  such  as  are  seen  in  poisoning  with  the  heavy 
metalB. 

Symptoms. — When  a  poisonous  dose  of  phosphorus  is  swallowed,  no 
effects  are  elicited  as  a  general  rule  for  several  hours.  The  first  symp- 
toms are  pain  and  discomfort  in  the  region  of  the  stomach,  nausea 
and  eructation  of  the  vapor  with  its  characteristic  garlic  odor,  and 
then  vomiting,  the  contents  of  the  stomach  having  the  same  odor,  and 
being  phosphorescent  in  the  dark.  Later,  bile  may  be  vomited,  and 
some  diarrhcra  may  set  in,  although  this  is  i^ot  a  common  symptom. 
The  nausea  and  vomiting  often  continue  without  further  symptoms 
for  several  days,  but  frequently  disappear,  and  the  patient  appar- 
ently recovers,  particularly  if  the  dose  has  been  small,  or  if  most  of  it 
has  been  removed  by  vomiting  or  by  washing  out  the  stomach*  In 
the  course  of  a  few  days,  however,  the  symptoms  recur,  and  are  generally 
accompanied  by  some  jaundit-e:  the  pain  extends  from  the  stomach 
to  the  liver,  and  soon  to  the  whole  of  the  abdomen.  The  vomited 
matter  no  longer  contains  phosphorus,  but  may  be  bloody.  The  patient 
complains  of  general  weakness  and  falntness;  the  pulse  is  weak,  the 
liver  extends  far  below  the  ribs,  and  the  urine  shows  characteristic 
changes  (see  page  585);  hspmorrhages  occur  from  the  nose,  bowel, 
uterus  and  under  the  skin,  and  eventually  a  condition  of  collapse  and 
fatal  coma  follows.  Convulsions  and  delirium  have  been  observed  in 
a  considerable  proportion  of  cases  towards  the  termination  of  the 
intoxication.  Death  may  orrur,  however,  in  the  first  stage  or  early 
in  the  second,  before  complete  exhaustion  is  reached,  and  in  these  cases 
would  seem  to  l>e  best  explained  by  the  direct  action  of  the  poison  on 
the  heart.  If  only  a  small  quantity  be  swallowed,  or  if  active  thera- 
peutic measures  be  taken  early,  the  patient  may  recover  without  any 
secondary  symptoms,  and  even  when  these  Jiave  followed  the  prognosis 
is  not  hopeless,  for  the  symptoms  slowly  disappear  in  a  certain  pro- 
portion of  cases. 

Exposure  to  the  fumes  of  phosphorus  has  long  been  known  to  give 
rise  to  periostitis  and  necrosis  of  the  lower  jaw.  The  disease  begins 
from  a  carious  tooth  or  from  some  lesion  of  the  gum,  and  may  involve 
most  of  the  jaw,  whieh  liecomes  swollen  and  painful  and  eventually 
evacuates  large  quantities  of  pus  with  pieces  of  dead  bone.  This 
necrosis  was  formerly  frequent  in  match  fartories,  but  has  l>etome 
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r«arer  since  amorphous  phosphorus  has  been  substituted  for  the  ^elJow 
forni,^  and  since  greater  attention  has  been  paid  to  the  ventilation  of 
the  factorips  anil  to  the  condition  of  the  teeth  of  the  empln^'ees. 
Magitot  has  recently  ad\'anced  the  opinion  that  exposure  to  phos- 
phorus fumes  gi\'es  rise  to  a  mild  thronic  form  of  poisoiuiij?»  quite 
aside  from  the  necrosis,  which  is  comparatively  rare.  The  symptoms 
are  cachexia,  slij^ht  jaundice,  anaemia  and  albuminuria,  and  in  more 
advanced  eases  chronic  enteritis  and  diarrhoea,  bronchitis  and  a  curious 
fra^i-ility  of  the  bones. 

Action:  Fatty  InMtration. — A  very  striking  feature  in  phosphorus 
poisoning*  and  one  that  was  early  recognized  in  its  history,  is  the 
appearance  of  numerous  fat  globules  in  the  cells  of  many  organs, 
notalily  in  those  of  the  liver,  kidney^  gastric  and  intestinal  glands,  and 
in  the  muscle  fibres  of  the  heart,  stomach,  intestine,  smaller  arteries, 
and  often  of  the  skeletal  muscles.  This  fat  was  formerly  believed  to 
he  formed  by  the  degeneration  of  the  proteins  of  the  cell)?  in  which 
it  is  found,  but  it  appears  that  it  is  really  ordinary  fat  transported 
from  the  positions  which  it  noriually  occupies  and  deposited  in  the 
cells  of  the  ^ve^^  heart,  and  other  organs.  Pfliiger  has  shown  that  tJie 
totfil  fat  of  the  bwly  is  not  increased  by  phosphorus,  and  Rosenberg 
found  thut  when  an  animal  has  been  fed  on  foreign  fats  (e.  ff.,  a  dog 
upon  nnitton  snet)  and  is  then  poisoned  with  phosphorus,  the  fat  found 
in  the  liver  cells  is  that  characteristic  of  the  food  and  not  that  of  the 
poisoned  animal  as  might  he  expected  if  it  were  derived  from  the  proteins- 
Further,  loathes  has  shown  that  the  fat  found  in  the  liver  in  phos- 
phoni.s  poisoning  po.^sesses  the  charncteristics  of  fat  ordinarily  foimd 
in  the  subcutaneous  deposits  and  not  that  of  tlie  fat  of  organs,  so  that 
there  is  every  reason  to  regnr*i  it  as  norma!  preformed  fat  deposited 
in  unusual  positions  ^  rather  than  as  a  new  pnxluet  of  the  intoxication. 
The  fatty  infiltration  sets  in  only  after  some  time,  and,  in  fact,  accom- 
panies the  secoiulary  symptoms  for  the  most  part,  although  the  cells 
of  the  stomsich  and  upper  part  of  t!ie  intestine  suffer  sooner,  and  the 
begimiing  of  this  process  is  proba!>ly  the  cause  of  the  early  vomiting. 
The  process  commences  in  cloudy  swelling  of  tlie  cells,  followed  by  the 
appearance  of  granules,  which  soon  develop  into  fat  globules.  Even- 
tually tlie  dogenerate<l  cells  break  up  into  detritus. 

Another  feature  in  phosphorus  poisoning,  which  is,  however,  better 
seen  after  repeated  small  doses  than  after  a  single  large  onCr  is  the 
Proliferation  of  the  Interstitial  Connective  Tissue  of  the  stomach,  liver 
and  kitlney.  winch  finally  induces  typical  cirrhosis  of  these  organs, 
It  was  formerly  sui>poscd  that  this  indicated  a  specific  irritant  action 
of  the  phosphorus  vapor  on  the  connective  tissue,  but  many  path- 
ologists now  regard  this  proliferation  as  a  secondary  result  of  the 
necrosis  of  the  parenchyma  cells.  In  animals  poisoned  by  the  pro- 
longefl  administration  of  small  quantities  of  phosphorus^  the  ordinary 

*  The  phoflpbontA  Sf^squiBulphide  tPiS»),  rwantly  introduced  in  DiAtch  factori*?a,  i««aia 
to  evpn  ^fer  than  Toii  phoapboruft,  for  thouith  minute  quantiti'cfl  of  the  element  arm 
rclcaaedi  from  it  in  the  tissues,  iheoc  are  too  nniaU  to  tnduce  any  flymptonia, 


effects  of  hepatic  and  renal  cirrhosis  have  been  induced,  such  as  dropsy, 
anspmia^  and  cachexia. 

When  very  minute  quantities  of  phosphorus  are  administered  to 
animals,  no  poisoning  resuits.  but  atx*ording  to  Wegner,  a  specific 
action  on  the  Bones  is  induced^  especially  in  young  animals,  in  which 
the  bones  are  still  growing.  Thus,  in  young  rabbits,  quantities  of 
~  ;  ^:iven  for  several  weeks  are  found  to  be  followed  by  char- 
acteristic changes  in  the  growth  of  the  long  bones,  apparently  induced 
by  the  phosphorus  acting  as  an  irritant  or  stimulant  to  the  bone- 
forming  cells  (osteoblasts).  Wherever  cancellous  bone  is  being  formed 
from  cartilage,  phosphorus  is  stated  by  Wegner  to  cause  the  deposit 
of  a  layer  which  resembles  the  dense  bone  of  the  shaft  in  tlie  normal 
animal  in  general  appearance  and  also  histologically.  This  layer  of 
dense  bone  at  the  growing  point  h  at  first  the  only  change  induced, 
but  if  the  treatment  lasts  longer  tiie  soft  cancellous  bone  which  was 
deposited  before  the  phosphorus  treatment  began  is  gradually  absorbed. 
The  medulJary  cavity  of  the  bone  is  thus  enlarged,  and  may,  'u\  fact, 
extend  into  the  epiphyses,  wl\ich  in  the  normal  bone  are  filled  v\ith 
cancellous  tissue,  but  which  now  form  part  of  the  niucli  lengthened 
cavity.  EventuaUy  the  whole  of  the  cancellous  hone  may  be  absorbed 
and  a  similar  process  of  absorption  begins  in  the  bone  formed  at  first 
under  phosphortis,  while  the  dense  deposit  is  pushed  further  into  the 
remaining  cartilage.  The  development  of  bone  from  cartilage  is  not 
the  only  process  affected,  liowever,  for  W'egner  states  that  in  the  bone 
deposited  from  the  periosteum  a  somewhat  similar  change  is  induced, 
as  is  shown  by  its  becoming  denser  and  by  the  Haversian  cauais  being 
much  contracted  in  size.  In  full-grown  animals  the  changes  in  the 
bone  ore  much  less  distinct,  but  the  lamelisc  of  the  spong>^  tissue  are 
said  to  be  thickened  by  phosphorus  treatment,  and  in  the  fowl  Wegner 
states  that  the  medullary  cavity  may  be  completely  obliterated  by  the 
•  deposition  of  hard  bone. 

Kassowitz  took  up  the  investigation  some  twelve  years  later,  and 
obserx  ed  the  layer  of  white  dense  bone  described  by  Wegner  at  the  edge 
of  the  ossifying  cartilage,  but  he  regards  it  not  as  the  result  of  exce^ive 
activity  of  the  osteoblasts,  but  as  due  to  a  slower  absorption  of  the  calci- 
fied cartilage  from  a  less  rapid  extension  of  the  bloodvessels  than  is 
normal  With  large  doses  he  produced  appearances  closely  resembling 
those  of  rickets.  Several  other  investigators  ha^e  observed  ciianges  in 
the  bones  after  phosphorus,  so  that  there  is  good  reason  to  believe  that 
it  possesses  some  specific  action  on  them,  althougfi  some  writers  failed 
to  obtain  definite  results  and  of  those  who  observetJ  a  modification  in 
the  growth  no  two  agree  in  the  description  of  the  changes  or  in  their 
interpretation. 

This  specific  action  on  the  bone-forming  tissues  and  particularly 
on  the  periosteum  may  explain  the  necrosis  of  the  jaw  in  match 
factories.  The  view  of  the  latest  investigators  is  that  microbial 
infection  is  necessar>'  to  permit  of  tlie  changes  obserA^ed  clinically,  but 
that  phosphorus  induces  some  change  in  the  bones  which  predisposes 
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tbem  to  infection  by  the  tubercle  bacillus  and  other  organisms  which 
induce  necrosis.  The  occurrence  of  necrosis  of  the  jaw  is  in  fact  a 
strong  argument  for  the  correctness  of  the  view  that  a  specific  action 
on  bone  exists,  for  under  no  other  poison,  even  when  mu(  h  more  irritant 
\'apor  is  inhaled,  does  a  similar  process  occur  in  man.  And  a  further 
argument  for  this  specific  action  is  the  fragiUty  of  the  bones  which 
ocurs  in  a  considerable  percentage  of  workers  in  match  factories.  Here 
the  phosphorus  is  carried  to  the  bones  (femur,  tibia,  radius,  etc.)  in 
the  blood  and  there  is  no  possibility  of  its  reaching  them  directly  as  in 
the  case  of  the  jaw.  It  seems  probable  therefore  that  in  phosphorus 
necrosis  of  the  jaw  the  bone  h  changed  by  the  phosphorus  absorbed  and 
carrieti  to  it  by  the  blood  and  that  this  change  predisposes  to  infection 
through  a  diseaseil  tooth  or  sinus.  The  exact  nature  of  this  action  on 
bone  and  its  relation  to  rickets  and  to  osteomalacia  must,  however,  be 
left  for  furtlier  research  to  determine. 

Fi<i,  70 


C 


A 

SeciU>n  of  the  head  of  the  femur  in  a  calf.   A.  normal;  B,  alter  treatment  with  minute 
doaefl  of  phoaphorud:  (7»  the       of  dense  bone  at  the  crowing  point.   (After  Wefner.) 

Phosphorus  weakens  and  slows  the  Heart  when  it  is  applied  to  it 
ilirectly  in  the  frog,  or  by  intravenous  injection  in  mammals-  In 
many  cases  of  acute  poisoning  in  man,  however,  the  heart  does  not 
seem  to  be  seriously  affected  until  very  late,  and  this  is  particularly 
the  case  when  comparatively  small  quantities  have  been  absorbed. 
In  those  cases  in  which  large  amounts  are  swallowed  in  solution  or  in 
fine  division,  and  in  which  death  occurs  before  any  secn^ndary  symp- 
toms have  been  developed,  the  fatal  issue  is  generally  ascribed  to  the 
cardiac  action.  This  direct  action  on  the  heart  must  be  distinguished 
from  the  fatty  degeneration  of  the  cardiac  muscle,  which  is  seen  in 
the  later  stages  of  poisoningj  for  no  degeneration  of  the  heart,  and,  in 
fact,  no  patliological  changes  whatever,  may  be  found  in  those  rapidly 
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fatal  cases.    Phosphorus  acts  on  the  heart  muscle  directly,  and  d 
not  seem  to  affect  tlie  regulating  nerves  in  any  way. 

The  Blood  is  but  little  changed  outside  the  body  by  phosphorus, 
for  though  Araki  states  that  die  haemoglobin  parts  with  oxygen  more 
slowly  than  usual,  the  difference  is  trifiing.  In  many  cases  of  fatal 
poisoning  the  bJood  is  found  not  to  clot  so  readily  as  usual,  and  some- 
times to  remain  fluid  for  forty-eight  hours  or  more;  this  is  not  a  direct 
effect  of  the  poison,  but  is  secondary  to  the  changes  in  the  intestine  and 
liver,  which  lessen  or  entirely  destroy  the  fibrinogen.  The  amount  of  fat 
in  the  blood  is  considerably  increased  in  phosphorus  poisoning,  owing 
to  the  migration  of  the  fats  from  the  usual  deposits  to  the  Uver, 

The  absence  of  dotting  in  the  blood  may  be  a  factor  in  the  heemor- 
rhages  which  are  met  with  among  the  symptoms  of  the  second  stage, 
but  the  immediate  cause  of  these  is  the  fatty  degeneration  of  the 
muscular  coat  of  the  smaller  arteries  throughout  the  body.  These 
changes  in  the  bloodvessels  may  perhaps  explain  the  oedema  of  the 
retina,  which  is  seen  in  animals  poisoned  with  phosphorus,  though 
these  have  also  been  attributed  to  some  change  in  the  blood.  Occa- 
sionally gangrene  of  the  extremities  has  been  observed  in  phosphorus 
poisoning*  probably  owing  to  the  changes  in  the  vessel  walls. 

Small  doses  of  phosphorus  generally  increase  the  number  of  the 
recl-hlood  cells  in  man,  and  even  in  poisoning  a  sudden  or  gradual 
increase  in  these  may  occur,  along  with  a  diminution  of  the  leucocytes. 
The  haemoglobin  is  not  correspondingly  augmented,  however.  In  the 
lower  animals  the  effect  on  the  blood  cells  %'aries  a  great  deal;  in  the 
dog  an  unusual  number  of  red-blood  cells  appears  to  be  destroyed; 
in  the  rabbit  no  distinct  alteration  in  the  number  of  the  red  cells  but 
some  leucocjtosis  has  been  observed,  while  in  fowls  an  increase  in  the 
leucocytes  accompanies  a  marked  destruction  of  the  red  cells;  in  the 
frog  the  number  of  red  cells  is  not  reduced. 

The  Bane-mamyw  in  chronic  poisoning  is  at  first  hypertemic,  the  fat 
cells  are  atrophied  and  the  leucoblasts  are  greatly  increased;  later  a 
gelatinous  degeneration  sets  in  w^ith  a  decrease  in  the  number  of  the 
marrow-cells  and  a  corresponding  increase  in  the  connective  tissue* 

The  peripheral  Nerras  and  Muscles  do  not  seem  to  be  affected  in 
phosphorus  poisoning,  except  in  so  far  as  the  latter  undergo  fatty 
iniiltration.  An  excised  muscle  lives  almost  as  long  in  salt  solution 
containing  phosphorus  as  in  the  unpoisoned  solution. 

The  Central  Nerrous  System  b  also  little  changed  by  phosphorus. 
The  coma  and  convulsions  which  appear  before  death  may  be  due 
rather  to  the  disordered  metabolism  than  to  any  direct  influence,  as  is 
shown  by  the  fact  that  consciousness  is  preserved  throughout  the  first 
stage,  and  as  a  general  rule  until  late  in  the  seconds 

The  fatty  changes  in  the  epithelial  cells  of  the  Stomach  and  Intestine 
explains  the  abdominal  pain,  the  vomiting  and  the  occasional  diarrhoea 
seen  among  the  secondary  symptoms.  The  earlier  phases  of  this  action 
may  be  the  cause  of  the  vomiting  and  nausea  of  the  first  stage.  This 
degeneration  occurs  also  w^ben  phosphorus  is  injected  hj'podermically. 


and  is  then^fore  of  the  same  nature  as  that  in  the  other  organs.  The 
cells  of  the  stomach  first  attacked  are  tJiose  of  the  glands,  and  the 
condition  has  been  termed  jjastradenitis. 

The  Liver  is  early  iiivoived  in  the  action  of  phosphorus,  and  Fischler 
and  Burdach  state  that  the  fatal  dose  is  much  higher  than  usual  in 
animals  in  which  the  poison  is  delayed  in  reaching  that  organ;  they 
demonstrated  this  in  dogs  in  which  free  eommunication  had  been 
establisheti  between  the  portal  vein  and  the  inferior  cava^  so  that 
the  liver  circulation  was  reduced  to  the  hepatic  artery. 

The  fatty  changes  in  the  liver  cause  a  considerable  increase  in  the 
area  of  hepatic  dulness,  and  at  the  same  time  induce  some  pain  and 
tenderness  over  the  organ. 

In  the  earlier  pliases  the  secretion  of  bile  pigment  is  increased^ 
denoting  an  unwonted  activity  of  the  li\'er,  but  later  as  the  cells 
become  infiltrated  with  fat,  they  press  on  the  bile  capillaries  and 
occlude  them,  so  that  the  bile  is  absorbed  into  the  bloodvessels  and 
gives  rise  to  jaundice.  The  secretion  at  this  stage  is  clouded,  viscous 
and  not  deeply  pigmented,  and  appears  to  be  derixed  mainly  from 
the  raucus  cells  of  the  smaller  bile  ducts  and  not  from  the  liver  cells 
proper.  During  recovery  the  cells  lessen  in  size  and  cease  to  press 
on  the  duets,  and  the  bUe  loses  its  turbidity  and  viscosity,  and  is  very 
dark  in  color,  because  the  pigment  wlnoh  was  deposited  in  the  tissties 
during  the  second  stage  is  reabsorbed  and  excreted;  the  jaundice  color 
of  course  disappeiirs  from  the  skin  as  the  bile  pigment  is  reabsorbed. 
Another  factor  in  the  jaundice  may  be  the  destruction  of  the  red  cells 
of  the  blood  and  consequent  increase  of  pigment  formation  in  the  liver. 
This  can  play  only  a  small  part,  however,  for  jaundice  is  a  common 
symptom  in  man,  hut  tliere  is  no  evidence  that  the  red  cells  are  dim- 
inished in  number.  The  bile  verj^'  often  contains  albumin  in  consider- 
able amount  while  the  bile  salts  are  reduced;  in  the  later  stages  red 
blood  cells  may  occur  in  it. 

Other  changes  have  been  shown  to  occur  in  the  liver  in  phosphorus 
poisoning;  thus  the  proportion  of  water  is  increased  while  the  glycogen 
and  lecithin  are  reduced.  When  the  distribution  of  the  nitrogen  is 
examined,  it  is  found  that  a  smaller  proportion  than  usual  is  combined 
in  the  form  of  proteins,  while  a  larger  percentage  is  found  in  the  form 
of  simpler  bodies  such  as  ammonia  and  the  amino-acids.  When  the 
liver  of  an  unpoisoned  animal  is  kept  from  putrefaction  for  some  time, 
the  tbsue  is  broken  down  by  the  action  of  an  autolytic  ferment;  in 
phosphorus  poisoning  it  undergoes  the  same  changes  when  preserved 
from  putrefaction,  but  the  autolysis  progresses  much  more  rapidly. 
Jacoby  therefore  infers  that  phosphorus  augments  the  activity  of  the 
autolytic  ferment  of  the  liver  and  thus  reduces  the  proteins,  glycogen 
and  lecithins,  while  increasing  the  simpler  amino-acids.  The  acid 
formed  in  this  process  combines  with  ammonia.  The  ferments  which 
decompose  the  amino-acids  do  not  seem  more  active  in  phosphorus 
poisoning  or  in  autolysis  than  normally  ,  but  only  those  which  decompose 
the  proteins  to  their  simpler  bodies,  Jle  regards  the  disappearance  of  the 
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fibrinogen  of  the  blood  as  a  further  effect  of  this  liver  autolysis,  for  he 
found  that  the  injection  of  the  autolytic  ferment  into  normal  animals 
prevented  coagulation. 

Much  attention  has  been  directed  recently  to  the  rapid  disappearance 
of  the  glycogen  of  the  liver  in  phosphorus  poisoning;  this  is  said  to 
precede  the  other  changes  in  the  li\'er  celis.  When  the  glycogen  of  the 
liver  is  taken  up  under  other  conditions,  it  is  either  rapidly  utilized 
as  a  source  of  energy  under  some  special  strain  ^  or  it  gives  rise  to  an 
excess  of  sugar  in  the  blood.  In  phosphorus  poisoning  there  is  no 
special  demand  for  carbohydrate  which  would  be  satisfied  by  the 
liberation  and  oxidation  of  sugar,  and  on  the  other  hand  there  is  no 
increase  in  the  sugar  of  the  blood,  but  rather  a  decrease.  It  has  therefore 
been  suggested  that  the  glycogen  is  broken  up  with  the  formation  of 
lactic  acid  owing  to  a  specific  action  of  phosphorus  on  the  liver 
cells. 

In  the  Kidney,  the  fatty  degeneration  of  the  epithelium  may  account 
for  the  albuminuria,  which  is  not  generally  severe,  and  is  not  infre- 
quently absent  in  cases  of  poisoning.  Fatty  casts  and  even  globules 
of  fat  are  often  fomid  in  the  urine  in  cases  which  run  a  chronic  course. 
Blood  and  hfemoglobin  may  also  appear  in  it  from  htemorrhages  into 
the  kidney.  The  urine  is  normal  in  quantity  in  the  early  stages  of  the 
intoxication,  but  afterward  becomes  deficient,  and  toward  death  com- 
plete anuria  may  be  observed. 

The  nitrogen  of  the  urine  varies  considerably  in  different  cases. 
Very  often  in  the  first  few  days  after  the  ingestion  of  the  poison,  it  is 
markedly  diminished  in  amomit  from  the  prolonged  nausea  and  vom- 
iting, which  prevents  the  absorption  of  food;  the  nitrogenous  excretion 
thus  corresponds  to  that  during  the  first  few  days  of  starvation.  After 
this,  the  nitrogen  of  the  urine  rises  above  what  is  usually  excreted  In 
starvation,  even  though  the  patient  continues  to  fast.  This  increase  is 
almost  entirely  confined  to  the  ammonia  of  the  urine,  which  is  excreted 
as  ammonium  lactate,  and  the  rise  in  the  nitrogen  elimination  therefore 
seems  due  for  the  most  part  to  the  formation  of  lactic  acid  in  excess 
in  the  tissues, 

Some  increase  in  the  other  nitrogenous  constituents  of  the  urine 
also  occurs  in  phosphorus  poisoning,  and  a  number  of  amino-acids 
have  been  identified  in  it.  The  best  known  of  the^e  are  tyrosin  and 
leucin  crystals,  which  are  not  always  present  in  the  urine,  however, 
although  they  have  been  found  in  the  blood  in  some  quantity.  Bau- 
mann  found  an  increase  in  the  substances  of  the  aromatic  series  in 
the  urine.  The  phosphates  of  the  urine  are  often  very  considerably 
augmented,  but  not  because  of  the  excretion  of  phosphorus  as  phos- 
phates, for  the  quantity  absorbed  ia  too  small  to  cause  any  appreciable 
change.  The  increase  in  the  phosphates  is  rather  to  be  ascribed  to  an 
augmented  waste  of  the  tissues,  and  the  sulphates  are  also  excreted 
in  larger  quantity  for  the  same  reason. 

When  icterus  is  present,  the  urine  may  be  dark  in  color  from  the 
bile  pigment  excreted,  and  bile  acids  are  also  often  contained  in  it. 
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Mfitabolism.—The  great  sLniilarity  between  the  results  of  normal 
autolysis  and  of  phosphorus  poisoning  has  led  to  the  view  that  the 
essential  effect  of  phosphorus  is  an  acceleration  of  tlie  autol}*tic  process, 
which  occurs  in  normal  cells.  This  accelerated  destructive  metabolism 
is  less  completely  carried  out  than  normally,  so  that  intermediate 
products,  such  as  leucin,  t>Tosin  and  other  amino-acids  appear  in  large 
quantities  in  the  organs  and  often  in  tlie  excretions;  lactic  acid  is 
similarly  a  product  of  autolysis,  which  fails  to  be  oxidized  to  carbonic 
acid  as  in  the  normal  body.  This  accelerated  autolysis  occurs  not  only 
in  the  liver  but  also  in  other  organs,  although  in  a  less  marked  degree. 

According  to  this  view,  the  fatty  infiltration  h  a  secondary  result 
of  the  accelerated  autolysis;  the  cells  are  supposed  to  absorb  fat  from 
the  blood  more  rapidly  than  normally  and  to  store  it  in  their  interior 
in  the  form  of  globules,  and  as  the  fat  of  the  blood  is  thus  reduced,  the 
normal  fat  deposits  in  the  body  are  drawn  upon  to  replace  it  and  this 
results  in  the  transference  of  fats  from  the  subcutaneous  tissues  to 
such  organs  as  the  liver,  kidney,  and  heart.  But  these  have  lost  to  a 
large  extent  their  normal  capacity  of  decomposing  fats,  which  are 
therefore  deposited  in  the  cells  in  the  same  forms  as  occur  in  the 
normal  adipose  tissue. 

Another  \  iew  has  recently  been  suggested,  tliat  the  essential  feature 
in  phosphorus  poisoning  is  the  change  in  the  carbohydrate  metabolism; 
the  liver  forms  lactic  acid  from  its  glycogen  which  it  can  no  longer 
retain,  and  this  lactic  acid  is  neutralized  by  anunonia.  The  loss  of 
carbohydrate  causes  a  draft  to  be  made  on  the  proteins  of  the  body, 
and  an  increase  in  the  nitrogen  excretion  is  the  result.  At  the  same 
time  the  want  of  carbohydrate  in  the  liver  leads  to  the  mobilization 
of  the  fats,  which  stream  into  the  liver  to  supply  the  deficiency;  but 
they  can  no  longer  he  utilized  completely  and  are  therefore  deposited 
in  the  cells.  The  tlieory  is  attractive  from  its  simplicity,  but  is  not 
sufficiently  establrshed  by  experiment,  and  appears  to  neglect  several 
accurate  observations  in  which  the  protein  waste  was  shown  to  be 
greater  in  phosphorus  poisoning  than  in  complete  starvation. 

In  view  of  the  curious  effect  of  phosphorus  on  the  tissue  change  of 
the  vertebrates,  its  action  upon  simpler  forms  possesses  some  interest. 
It  has  been  found,  however,  that  yeast,  infusoria  and  bacteria  are  very 
little  affected  by  the  presence  of  this  poison,  and  living  microbes  are 
found  in  large  numbers  on  solid  pieces  of  phosphorus.  The  ferments 
are  also  unaffected  for  the  most  part,  pepski  and  pancreatin  acting  in 
the  presence  of  phosphorus.  The  sy  nthesis  of  hippuric  acid  in  the 
kidney  is  lessened  if  to  the  blood  used  to  perfuse  the  organ  some  phos- 
phorus is  added. 

The  Temperatxire  is  often  low  in  the  later  stages  of  phosphorus 
poisoning,  but  slight  fever  is  also  observed  in  some  cases. 

The  Pate  of  phosphorus  in  the  body  is  still  obscure.  It  is  possible 
that  some  of  it  is  oxidized  to  phosphoric  acid,  and  some  phosphorus  is 
said  to  be  excreted  by  the  lungs,  although  the  statement  that  the  breath 
becomes  phosphorescent  seems  to  be  extremely  improbable.   It  is  also 


excreted  in  the  urine  in  some  organic  comblnation^i,  of  wliuli  nuthing 
is  koowD,  though  they  are  said  to  be  volatile.  In  prcf^nant  animals 
poisoned  with  phosphorus  the  ffttus  is  found  to  undergo  fatty  degen- 
eration, so  that  the  poison  would  seem  to  pass  through  tlie  placenta. 
Phosphorus  injected  hypodermically  acts  much  more  slowly  than  when 
swallowed. 

Fhosphuretted  hydrogen  (PHj)  induces  the  same  symptoms  a3 
phosphorus,  when  it  is  given  in  repeated  small  quantities.  Large 
doses  are  very  rapidly  fatal,  and  the  symptoms  differ  entirely  from 
those  of  phosphorus  poisoning,  consisting  of  marked  dyspnopa,  purga- 
tion, weakness,  tremor,  and  finally  violent  convulsions  and  respirator}' 
failure.  The  oxygen  compounds  do  not  seem  to  have  any  such  effects, 
and  for  the  most  part  are  harmless  except  in  very  large  doses. 

Phepahations. 

Phosphorus  (TJ,  S.  P,^  B,  P.),  a  tranaluceot,  nearly  colorless  solid  resembling 
wax  in  lustre  and  consistency.  It  emita  whit^  fumes  in  the  air,  which  are 
luminous  in  the  dark  and  t^e  fire  spontaneously.  The  fumes  have  the  odor 
of  garlic  and  in  dilute  solution  phosphorus  has  a  harsh »  disagreeable  taate. 
It  is  veo^  little  soluble  in  water»  more  ao  in  alcohol,  and  dissolves  to  about  two 
per  cent,  in  fats  and  oila.  0.5  mg.  (j^^  gr.).  (B*  P.  lij-A  gr.). 

Oleum  Fhosphoratum  (B.  P.)  is  a  1  per  cent,  solution  in  almond  oil  and  ether 
(1^6  mins.).  Phosphorated  oil  ought  to  be  frefihly  prepared  and  kept  in  lightly 
stoppered  bottles;  solutioDB  of  I  per  cent,  tend  to  lose  their  strength  by  evapora- 
tion of  the  phosphorus  and  by  oxidatioUj  when  the  bottle  coDtains  air.  It  is 
said  to  keep  better  in  more  dilute  solution  (one  per  mille).  It  is  probable  that 
much  of  the  oil  di£{?enfied  is  under  1  per  cent,  in  strength. 

Piluta  Phosph&ri  (U,  S.  POi  each  piU  contains  0,6  mg.  of  phosphorus  (i&q 
gr.)'  Dose,  1  pill. 

jpitula  Phosjihori  (B,  P.),  1  per  cent,,  1-4  gra. 

Ther&peutic  Uses.— Phosphorus  has  been  recommended  in  various 
diseases  of  the  central  nervous  system  and  in  neuralgia,  but  it  is  still 
questionable  whether  it  is  of  any  real  benefit  in  these.  There  is  more 
reason  to  believe  in  its  virtues  in  bone  disease,  more  especially  in 
rachitis  and  osteomalacia,  for  in  a  number  of  instances  marked  im- 
provement lias  been  observed  in  these  diseases  under  its  use.  It  is 
generally  given  m  solution  in  cod-li^e^  oil,  and  the  benefit  may  be  due 
in  part  to  the  menstruum,  but  not  entirely,  for  Sternberg  obsen  ed  a 
relapse  in  a  case  of  osteomalacia  when  pure  cod-liver  oil  was  substi- 
tuted for  the  phosphorated  oil.  In  rickets  a  solution  containing  0,01 
G.  in  KK)  c.c.  of  cod*liver  oil  is  recommended;  2-4  teaspoonfuls  to 
be  given  each  day.*  In  osteomalacia  a  1  per  cent,  solution  may  be 
prescribed  and  1-5  mg-  phosphorus  taken  each  day.  A  number  of 
observers  have  found  that  in  cases  of  rickets  and  osteomalacia  more 
lime  was  retained  under  phosphorus  treatment  than  usual,  the  propor- 
tion of  the  lime  of  the  food  whidi  was  excreted  falling  rapidly, 

^  Tbis  would  be  t^qutvaleot  to  |-2  mg.  of  pboapbonu  daily,  but  w  ft  matter  of  |»ct 
the  t>faoflphoriitfd  oil  from  wbich  the  pietenplioci  a  fi^tled  cotitiunB  much  less  tfaaa  otie 
per  otnt..  aa  tbtit  the  dose  actu&lly  Ukkea  probably  seldom  uaouAta  to  more  than  I 
daily. 
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Other  bone  diseases,  such  as  canes  and  ununited  fractures  have, 
also  l>een  treated  with  phosphorus  occasionally,  but  the  results  have 
not  \yecn  recordefl  in  sufficient  numbers  to  allow  of  any  statement  as 
to  the  efficacy  of  the  treatment. 

Treatment  of  Phosphonis  Poisoninf. — Phosphorus  is  i*omparuti\eIy 
slowly  absorbed  from  tlie  atiiueiitar^x"  canals  so  that  in  the  early  stages 
an  attempt  ought  to  be  made  to  remove  it  by  emetics  or  the  stomach 
tube^  and  by  purges.  Fats  and  oils  must  be  avoided^  as  the\'  tend  to 
dissolve  the  poison  and  promote  its  absorption.  Phosphorus  has  been 
found  ill  the  stools  three  days  after  its  ingestion,  and  a  sharp  purge 
may  therefore  be  of  use  up  to  this  time. 

Another  methcwi  of  treatment  is  that  aiming  at  the  oxidation  of  the 
phosphorus  in  the  stomach,  or  at  the  formation  of  luiabsorbable  com- 
pounds. Turpentine  oil  was  fonnerly  used  with  the  object  of  oxidiz- 
ing the  phosphorus  or  of  forming  some  compound  with  it  in  the  stomach, 
but  this  treatment  has  proved  quite  valueless  (Plavec).  Sulphate 
of  copper  is  recommended  in  phosphorus  poisoning,  a  large  dose  being 


given  first  as  an  emetic,  and  afterward  smaller  doses  to  form  an  insoluble 
compound,  copper  phosphide.  Permanganate  of  potassium  solution, 
one  per  mille,  has  been  recently  advised  to  oxidize  the  phosphorus, 
while  peroxide  of  hydrogen  solution  is  of  less  value.  In  the  secondary 
stage  alkalies  are  recommended  in  order  to  neutralize  the  excess  of 
lactic  acid  formed  in  the  tissues. 

Phosphorus  necrosis  has  to  be  treated  surgically  on  the  same  prin- 
ciples as  other  necroses  of  bone. 
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LT,  ARSENIC. 

Some  of  the  less  active  preparations  of  arsenic,  such  as  the  sul- 
phides. Realgar  (AsjSt)  and  Orpiment  (AsjSj),  Have  been  known  in 
therapeutics  since  the  beginning  of  the  Christian  era,  but  this  metal 
was  brought  into  especial  prominence  in  later  times  through  the  fre- 
quent use  of  the  more  dangerous  oxides  in  criminal  poisoning.  Thus 
the  notorious  Aqua  Tofana  of  the  sixteenth  and  seventeenth  centuries, 
owed  its  activity  to  the  presence  of  arsenic,  and  various  arsenical  com- 
pel] nds  ha\'e  been  used  up  to  the  last  few  years  more  largely  than 
almost  any  other  poison  in  suicide  and  homicide.    This  is  to  be  ex- 

Elained  by  their  having  been  i^ndely  employ  ed  in  the  arts,  and  thus 
eing  readily  accessible  to  all,  and  by  tlie  general  recognition  of  their 
poisonous  nature.  Of  late  years  intentional  arsenic  poisoning  has 
become  somewhat  less  commonf  though  on  the  other  hand,  accidental 
poisoning  is  still  met  with  not  infrequently,  especially  in  the  clironic 
forms.  Many  of  these  chronic  cases  are  extremely  difficult  to  diagnose, 
and  probalily  often  pass  unrecognised  by  the  attending  physician. 
In  view  of  this  fact  it  seems  desirable  that  more  stringent  measures 
should  be  taken  to  reduce  the  use  of  arsenic  in  the  arts,  and  especially 
to  prevent  its  being  brought  in  contact  witli  food.  The  danger  of 
the  use  of  the  green  arsenical  dyes,  such  as  Scheele*s  Green  (arsenite 
of  copper),  and  Schweinfurt^s  Green,  or  Paris  Green  (arsenite  and 
acetate  of  copper) » is  noAv  generally  recognized,  but  arsenic  is  still  used 
in  the  preparation  of  other  colors,  and  these  may  give  rise  to  poisoning 
from  the  imperfect  removal  of  the  metal.  It  has  also  been  used  in  dilute 
solution  to  preser\e  food,  and  a  solution  is  often  sprayed  upon  grape 
vines  and  other  plants  to  preserve  theui  from  tlie  attacks  of  inseets. 
Poisoning  has  occurred  from  these  sources  and  is  difficult  to  diagnose, 
as  it  is  in  some  cases  impossible  to  find  the  means  by  which  the  arsenic 
enters  the  system.  A  widespread  epidemic  of  poisoning  in  England 
in  1900  drew  attention  to  a  source  of  arsenic  which  up  to  that  time 
had  not  received  the  attention  it  meritetl.  Several  thousands  of  persons 
suffered  from  arsenic  being  contained  in  cheap  beers  made  from  glucose, 
in  the  manufacture  of  which  sulphuric  acid  had  been  employed.  The 
sulphuric  acid  whs  formed  from  iron  pyrites  containinp  arsenic,  and  the 
poison  was  carried  from  the  sulphuric  acid  with  the  glucose  into  the 
beer.  Sulphuric  acid  is  used  in  the  manufacture  of  so  many  drugs, 
foods  and  other  substances  in  constant  use^  that  this  intimation  that  it 
may  ccjnvey  arsenic  into  articles  where  its  existence  has  not  hitherto 
been  suspected,  is  of  tlie  gravest  importance. 

Metallic  arsenic  is  insoluble  in  water»  and  passes  through  the 
alimentary  canal  for  the  most  part  unclianged  and  without  action, 
but  it  is  possible  that  small  quantities  may  be  oxidized  to  arsenious 
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acid  in  the  stomach  and  intestine  under  some  conditions.  Some 
symptoms  ha^'e  been  observed  when  it  is  rubbed  on  the  skin  in  a  state 
of  fine  division,  and  these  are  probably  due  to  its  absorption  in  the 
form  of  an  oxide*  The  characteristic  "arsenic*'  action  is  induced  by 
the  salts  of  arsenious  acid  (AsOaHs),  and  by  Its  anhydride  (AsjOa), 
which  is  often  known  as  arsenicj  and  which  exists  in  the  tissues  as 
arsenites.  Arsenic  action  is  therefore  due,  not  to  the  element,  but  to 
the  ion  of  arsenious  acid.  The  anhydride  and  salte  of  arsenic  acid 
(HfrAsOi)  cause  similar  symptoms,  but  are  less  poisonous  and  act 
more  slowly  than  those  of  arsenious  acid,  and  may  probably  owe  their 
effects  to  the  formation  of  arsenites  in  the  tissues.  The  action  being 
due  to  the  ion  and  not  to  the  element,  it  necessarily  follows  that  com- 
pounds from  which  the  ion  is  not  liberated  do  not  induce  tlie  arsenic 
action,  or  do  so  only  when  they  are  ciiangcfl  to  bodies  which  can  dis- 
sociate the  arsenious  acid  ion.  Thus  organic  arsenic  combinations  in 
which  the  metallic  atom  is  directly  attached  to  carbon  are  only  feebly 
poisonous,  but  in  course  of  time  seem  to  be  changed  to  arsenious  acid 
in  the  tissues,  and  then  cause  typical  poisoning, 

Arsenious  acid,  which  in  the  following  pages  wnli  be  taken  as  the 
representative  of  "arsenic**  action,  has  a  faint  sweetish  taste,  and  is 
therefore  not  so  likely  to  be  detected  by  the  victim  as  many  of  the 
other  poisons. 

Symptoms,— In  large  quantities  arsenic  very  often  causes  no  symp- 
toms for  half  an  hour  or  more,  but  then  the  patient  complains  of  a 
feeling  of  constriction  in  the  throat,  of  difficulty  in  swallowing,  and 
of  discomfort  in  the  stomach  region.  This  soon  increases  to  violent 
pain,  and  is  accompanied  by  vomiting,  and  later  by  watery  tjiarrhtra* 
The  stoob  are  at  first  of  ordinary  diarrhceic  appearance,  but  later 
resemble  the  "  rice-water"  stools  of  cholera,  in  that  they  consist  almost 
entirely  of  minute  shreds  of  disintegrated  mucous  membrane  sus- 
pended in  a  serous  fluid;  sometimes,  however,  they  are  clear  and 
gelatinous  in  appearance.  In  some  cases,  blood  appears  in  the  \'omited 
matter  and  also  in  the  stools,  but  this  is  not  by  any  means  an  in\'ari-' 
able  feature.  The  urine  is  diminished,  or  entirely  suppressed*  from  the 
great  amount  of  fluid  eliminated  by  the  stomach  and  bowel.  These 
symptoms  from  the  alimentary  tract  are  accompanied  by  giddiness, 
cramps  in  the  muscles,  headache,  and  soon  by  collapse,  with  cold 
damp  skin,  pallor,  feeble  pulse  and  weak,  sighing  respiration;  this 
later  passes  into  coma,  and  death  follows  w  ith  or  without  convulsions. 
In  cases  in  which  the  dose  is  smaller  than  the  fatal  one»  or  in  which  much 
of  the  poison  is  eliminated  by  vomiting,  the  patient  may  recover  with- 
out further  symptoms  than  those  already  described.  Frequently,  how- 
ever, he  recovers  from  the  acute  symptoms  only  tcidie^^p  those  of 
chronic  arsenical  poisoning,  In  some  instances  it  is  said  that  no  symp- 
toms are  present  e?:cept  those  of  collapse  and  coma.  In  acute  poisoning 
(IcHth  may  occur  within  24  hours,  but  more  frequently  the  patient  lives 
for  2-4  da>'s  or  longer,  and  then  succumbs  to  exhaustion.  ^Phe  fatal 
dose  is  very  uncertain,  because  arsenic  is  ver>*  insoluble,  and  much  of 
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the  poison  may  be  thrown  up  by  vomiting,  or  pass  out  in  the  stools 
vinabsorbed.  Thus  in  some  cases,  recover>^  has  followed  after  very  large 
quantities,  while  in  others  about  0.1  G.  (IJ  grs.)  has  proved  fatal. 

Chronic  Arsenic  Poisoning  may  arise  from  a  single  large  dose,  the 
effects  persisting  for  weeks  or  months  after  the  ingestion  and  new 
s^Tnptoms  arising  as  the  earlier  ones  disappear;  more  frequently,  how- 
ever,  it  is  induced  by  the  prolonged  absorption  of  small  quantities. 
The  milder  symptoms  may  arise  from  its  therapeutic  use,  but  tj^iical 
cases  are  generally  due  to  the  presence  of  arsenic  in  the  form  of  dyes 
in  w^all  paper  or  clothes,  or  in  stuffed  animals  in  the  rooms  inhabited 
by  the  victims,  or  to  the  constant  handling  of  arsenical  pigments  and 
other  compounds  in  mines  and  manufactories.  Widespread  poisoning 
has  been  observed  from  the  use  of  wines  containing  arsenic  at  Hyeres 
in  France,  from  miJk  diluted  with  arsenical  water  in  I^ndon,  and 
from  beer  in  the  Manchester  district.  In  these  last  cases  the  arsenic 
was  in  solution,  but  it  often  seems  to  be  inhaled  in  the  form  of  fine 
dust,  which  falls  from  the  walls  or  other  objects.  It  has  been  sug- 
gested that  the  arsenic  d>es  are  decomposed  by  microbes  and  the 
volatile  arseniuretted  hydrogen  (AsHi)  inhaled,  but  there  seems  no 
reason  to  suppose  that  this  is  the  case,  and  the  inhalation  of  fine 
particles  is  a  sufficient  explanation. 

The  symptoms  of  chronic  arsenic  poisonings  which  are  often  very 
obscure,  may  be  divided  into  three  phases.  In  the  first  of  these,  the 
patient  complains  of  weakness  and  languor^ioss  of  appetite,  some 
nausea,  and  occasionally  vomiting,  with  a  sense. of  heaviness  and  dia^ 
comfort^  in  the  stomach.  Diarrhoea  may  be  present,  ^ut  is  often 
absent*  anTinlact  some  constipation  may  occur. 

In  the  seconti  phase  the  conguncti^■a  is  often  red  and  inflamed,  and 
symptoms'^oTcoryza  ap]>ear,  with  sneezing*  hoarseness  aiid  coughing, 
from  a  catarrhal  condition  of  the  mucous  membranes  of  the  nose  and 
larynx.  Some  swelling  of  the  Ii\er  and  jaundice  may  occur,  but  these 
are~  not  generally  we)!  marked.  Skin  enjptions  of  various  forms — 
papular,  vesicular,  or  er>"thematous^^^^aire  generally  noted;  very  often 
the  epidermis  falls  off  in  fine  brownish  scales,  or,  in  the  hands  and  feet^ 
in  large  flakes  (keratosis);  a  curious  pigmentation  is  very  conmion, 
the  skin  assuming  a  dark  metallic  color  resembhng  in  extreme  forms 
that  produced  by  rubbing  a  lead  pencil  upon  it  (arsenic  melanosis). 
This  pigmentation  is  much  more  marked  in  persons  of  dark  com- 
plexion than  in  fair  people,  in  whom  it  may  be  indistinguishable  from 
ordinary  freckles;  it  generally  disappears  when  tlie  patient  is  removed 
from  the  poisonous  atmosphere,  but  has  been  permanent  in  some  cases. 
In  prolonged  poisoning  the  eruptions  may  simulate  almost  any  form 
of  skin  disease,  and  the  hair  and  nails  fall  off.  Herpes  is  not  infre- 
quently observed  and  points  to  nen'ous  disturbances  such  as  are 
prominent  features  in  the  next  phase. 

These  phases  are  not  always  distinct  m  cases  of  poisoning,  and  very 
often  some  of  the  symptoms  of  the  second  pha^ie  may  appear  before 
any  marked  disorder  of  the  digestive  tract.    In_the  prolonged  th 
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peutic  use  of  arsenic,  the  first  indications  of  commencing  poisoning 
are  redness,  suffusion  and  swelling  of  the  conjuTTPtiva  and  cyplids, 
and  drjTiess  of  the  nose  and  throat,  as  in  coryza.  On  the  other  hand, 
in  workmen  exposed  to  arsenical  dust,  the  first  symptoms  may  arise 
from  the  skin  or  from  Lnmchial  irritation. 

The  tkhd  phase  is  marked  by  distiirhance  of  ^nsati^n  and  motion 
in  localized  areas,  generally  in  the  hands  and  feet  (periplieral  neurftis). 
It  is  often  ushered  in  by  intense  persistent  headaclie  or  l)y  acute  pain 
located  around  the  knee^  ankle  or  foot,  less  frequently  in  the  wrist 
and  hand.  The  patient  complains  of  formication  in  the  extremities^ 
and  of  the  discomfort  caused  by  the  pressure  of  the  hed-clothes  on  the 
feet  and  legs.  The  palms  of  thejiands  and  the  soles  of  the  feet  are 
often  red,  swollen  .and^extiSielj'  sensitive  to  touch  {erythromela]gia)i 
and  pressure  on  the  muscles  induces  the  most  intense  pain.  Later, 
s^aorj^^aralysis  may  set  in^  especially  in  the  extremities,  and  the  less 
aciitesense" ]iTloucTrrffIh5"feet  and  hands  induces  symptoms  resembling 
those  of  locomotor  ataxia.  The  sensitiveness  to  heat  and  cold  may  be 
exaggerated  or  dulled,  or  sometimes  heat  is  not  appreciated,  while  cold 
causes  intense  pain.  Th£_scuse  of  pain  varies  in  diifereat  cases,  in 
some  being  abnormally  acute,  in  others  deadened.  These  sensory 
disturbances  are  foHowed  in  sevej;e^oisqning  by.B^  which 
generally  appears  in  the  extensor  muscles  of  thetoes,  later  ui  the  peronei 
muscles.  !More  rarely  the  flexor  muscles  of  the  leg  and  foot  are  iiivtklved, 
and  in  some  cases  the  affection  commences  in  the  extensors  of  the  hand 
and  fingers.  As  a  general  rule  tJie  paralysis  is  confinedlo  the  estr£initi_^, 
but  in  some  cases  it  has  been  found  to  invade  the  trunk.  It  is  generally, 
but  not  invariably,  syniraetrical,  and  the  jpusclesaffected  atrophy 
rapidly,  and  present  the  reaction  of  degeneration.  There  is  sometimes 
some  difficulty  experienced  in  diagnosing  arsenic  from  lead  paralysis, 
but  in  the  fgirmerjthere  is  often  a  history  o?  acute_poisoning,  while  the 
latter  is  almost  invarlaB^  due  to  prolonged  absorption.  Disturbances 
of  sensation  are  much  more  common  in  arsenic  than  in  lead  palsy,  and 
in  the  latter  the  forearm  muscles  are  generally  affected  first,  in  the 
former  those  of  the  leg.  In  arsenic  poisoning  atrophy  is  said  to  occur 
much  more  rapidly,  and  there  is  no  line  on  the  gums.  Another  condition 
which  presents  still  greater  difficulties  in  diagnosis  is  alcoholic  neuritis. 
But  in  the  latter  skin  eruptions  are  extremely  rare,  cor^'Za  is  not  present, 
and  there  are  generally  more  marked  brain  symptoms  than  in  arsenical 
cases.  In  doubtful  eases  the  urine  and  the  hair  of  the  patient  should 
be  tested  for  arsenic. 

Arsenic  paralysis  may  appear  as  early  as  three  days  after  an  acute 
intoxication,  but  is  commonly  observed  later,  and  may  occur  only  after 
weeks. 

In  very  prolonged  arsenic  poisoning  the  patient  may  sink  into  an 
apathetic,  semi-idiotic  condition,  or  may  become  epileptic.  In  most 
cases  the  symptoms  slowly  disappear  when  the  poison  is  removed,  but 
even  sligbt  paralysis  may  lastTor  many  years  before  itTs  entirely  cured, 
and  after  complete  degeneration  of  the  muscles  little  improvement 


is  to  be  expected.  The  contractures  which  follow  are  generally  due  to 
the  unopposed  action  of  the  sound  muscles,  but  sometimes  arise  from 
the  shortening  of  the  paralyzed  ones. 

Therapeutic  Doses  of  arsenic  often  impro^  e  the  appetite  and  digestign 
and  tliere  is  good  reason  to  credit  its  prolonged  administration  with 
increasing  the  assimilation  of  the  food  and  retarding  the  tissue  waste; 
this  leads  to  acceleration  of  growth  and  increase  in  weight.  An  improved 
nutrition  of  tlie  skin  and  some  alteration  in  the  blood  cells  b  generally 
believed  to  arise  from  the  use  o(  arsenic  in  quantities  too  small  to 
induct  chronic  poisoning. 

Action. — Arsenites  and  arsenious  acid  do  not  coaguJate  proteins  or 
change  them  in  any  way,  except  when  applied  in  such  enormous  quan- 
tifies never  reach  the  stomach,  so  that  the  action  of  arsenic  on  the 
Alimentary  Canal  cannot  be  explained  as  ctue^onEUiy  ordinary  form  of 
coffosTon,  although  the  symptoms  and  the  post-mortem  appearances 
resemble  in  many  points  those  of  the  corrosive  poisons.  Thus  the 
mucous  membrane  of  the  stomach  is  generally  found  rwl  and  swollen, 
and  ofteojcontain^Ji^monl^  The  epithelial  coat  can  be  rubbed 
off  very  easily,  and  is  found  to  be  in  a  state  of  Jatty  infiltration,  and 
sometimes  resembles  a  false  membrane-  Tn  some  cases  no  congestion 
of  the  stomach  is  met,  the  only  lesion  consisting  in  clond>'  swelling  and 
fatty  irifiitr^tipn_ol  the  gland-cells,  similar  to  that  mentioned  under 
phosphorus. 

The  intestine  presents  very  similar  appearances,  the  mucous  mem- 
brane being  swollen  and  congested,  more  especially  aroimd  Pei'er'a 
patches.  It  contains  a  quantity  of  thin  fluid  with  flakes  of  membrane, 
resembling  exactly  the  rice-water  stools  of  cholera,  and  in  fact  it  may 
be  difficult  to  distinguish  the  intestine  of  arsenic  poisoning  from  that 
of  cholera. 

The  same  symptoms  arise  when  arsenic  is  absorbed  from  the  sub- 
cutaneous tissue,  or  from  the  broken  skin,  though  only  traces  of  arsenic 
are  found  in  the  contents  of  the  stomach  and  intestine  when  it  is  injected 
in  this  way. 

The  failure  to  explain  the  gastro-intestinal  action  of  arsenic  by  ordi- 
nary corrosion  has  led  to  the  suggestion  that  it  is  di^gJcJifc-ejctrenie 
dUatatigiL  of  the  intestinal  vessels,  which  gives  rise  to  the  congestion 
anS^welUng,  and  this  in  turn  to  tlie  destruction  of  the  lining  membrane, 
perhaps  by  t^he  exudation  of  fliiid  beneath  the  epitheiiunL  This  trans- 
udation of  [luid  is  certainly  in  accord  with  the  ^^  atery  character  of  the 
stools  in  arsenic  poisoning,  but  the  explanation  does  not  seem  entirely 
satisfactory',  for  it  fails  to  account  for  the  fatty  infiltration  and  the 
cloudy  swelling  of  the  epithelium,  which  are  in  some  cases  the  only 
lesions  found  here.  The  fatt>'  infiltration  is  not  confined  to  the  stomach 
and  bowel,  but  involves  a  number  of  other  organs,  although  it  is  not  as 
a  general  rule  so  widely  distributed  as  in  phosphorus  poisoning.  Arsenic 
then  must  be  considered  to  have  a  specific  action  in  causing  fatty 
infiltration  of  the  Kpithelium_  of  the  stomach  and  intestine.  This  in 
itself  is  sufUcient  to  explain  many  of  the  symptoms  from  these  organs, 
38 
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aitKough  it  may  well  be  that  the  va&cular  action  is  the  cause  of  the 
excess  of  fluid  in  the  intestme*  and  in  fact,  the  fatty  infiltration  alone 
is  insuffieient  to  explain  this  feature,  which  is  absent  in  phosphorus 
poisoning.  In  cases  of  poisoning  where  the  arsenic  is  taken  by  the 
mouth,  and  especially  when  large  quantities  of  dry  arsenious  acid  are 
swallowed,  the  specific  action  on  the  epithelium  and  the  vascular 
action  are  probably  intensified  by  the  direct  contact  of  the  poison. 

In  therapeutic  doses  arsenic  is  said  to  increase  the  appetite  and 
promote  digestion,  an  effect  which  may  perhaps  be  due  to  the  specific 
action  on  the  epitheUuffi,  this  in  its  milder  fornis  proving  of  advantage 
to  the  organ,  though  in  excess  it  leads  to  its  degeneration;  and  it  has 
been  observed  in  dogs  with  gastric  fistulffi  that  the  gastric  secretion  is 
augmented  by  small  quantities  of  arsenic- 
Circulation.*— In  the  frog  the  lieart  is  slow,  weak,  and  irregular,  and 
ceases  in  diastole  after  comparatively  small  doses;  the  action  seems  to  l>e 
a  direct  paralysis  of  the  muscle.  In  the  mammal  the  heart  is  little  affected 
by  arsenic^  but  a  very  marked_fall  of  the  blood  pressure  follows  the 
injection  of  large  doses  intravenously,  This  Is  due  to  dilatation  of  the 
arterioles  and  capillaries  from  a  direct  action  on  the  muscular  coaf: 
adrenaline  and  nicotine  continue  to  contract  the  vessels  after  arsenic, 
because  though  the  muscle  is  weafe  it  can  still  respond  to  strong  nervous 
impulses;  the_Yessek  of  the  splanchnic  areas  seem  niore  susce^ible 
to  this  arsenic  action  than  tliose  of  tl^e  rest  of  the  botly,  and  their 
dilatation  leads  to  very  marked  congestion  of  the  stomach  and  bowel, 
and  reduces  the  blood-presaure  to  zero.  Some  evidence  has  been  brought 
forward  that  under  arsenic  the  capillaries  permit  the  passage  of  fluid 
into  the  tissues  more  readily  than  normally;  this  may  explain  the 
appearance  of  oedema  in  cases  of  poisonbg  and  also  tlie  large  amount 
of  fluid  in  the  stools  and  vomited  matter.  Arsenic  b  therefore  often 
termed  a  capillary  poison. 

Respiration, — In  cases  of  poisoning  in  man  the  respiration  does 
not  seem  to  be  nnich  atfected  until  Fate,  but  it  ceases  before  the  heart, 
probably  from  the  cNhaustion  and  low  bTood-pressure,  and  not  "from 
any  specific  action  on  the  centre. 

The  action  of  arsenic  on  the  Central  Ne^T^>us  System  has  been  re- 
peatedly examined,  A  descending  paralysis  is  elicited  in  the  frog,  the 
animal  first  losing  its  spontaneous  movements,  and  then  its  reflexes, 
and  -the  terminations  of  the  motor  nen  es  being  involved  otJy  very 
late  in  the  intoxication,  In  mammals  there  are  generally  no  certain 
indications  of  direct  action  on  the  nervous  system  in  acute  ]>oisoning, 
for  the  weakness  and  prostration,  and  the  final  loss  of  consciousness 
and  conia  may  be  attributed  to  the  exhaustion  from  the  gastro-intestinal 
effects  rather  than  to  the  centres  being  immediately  affected. 

The  pathology  of  the  nervous  disturbances  obser\'ed  in  chronic 
poisoning,  and  often  after  a  single  large  but  not  immediate]}'  fatal 
dose,  bears  no  relation  to  the  elTects  obser\ed  in  animals  in  acute 
poisoning.  The  tnptoms  in  chronic  poisoning  all  point  to  peripheral 
neuritis  as  the  cause,  and  the  characteristic  lesions  m  fhe.nerve  trunks 


have  be^n  shown  to  oc€ur  hotli  in  man  and  animals  exposed  to  the 
prolonged  action  of  arsenic.  In  severe  cases  the  spinal  cord  ma\'  also 
be  involved  secondarily.  The  peripheral  muscles  and  nerves  are  little 
affected  in  acute  poisoning. 

The  unbroken  Skin  is  not  affected  by  arsenic^  unless  when  it  is  applied 
repeatedly  or  allowed  to  remain  in  contact  with  it  for  some  tiJne,  when 
it  may  gi^e  rise  to  redness,  pustules  or  vesicles  and  later  to  violent 
erysipelatoid  inflammation.  It  has  not,  however,  any  such  corrosive 
action  on  the  skin  as  is  possessed  by  strong  acids,  and  the  subcutaneous 
injection  of  arsenic  is  not  painful  at  first.  It  is  more  active  Mhen 
applied  to  denuded  surfaces  and  to  the  mucous  membranes,  destroying 
them  to  some  depth  and  causing  acute  pain,  but  even  here  it  acts  more 
slow]>'  than  ordinary  caustics.  It  seems  to  act  only  upon  lining  celts, 
and  unlike  acids  and  alkalies,  forms  no  ronihinations  with  the  dead 
tissues.  The  local  effects  of  arsenic  on  the  skin  are  seen  only  io  workmen 
handling  arsenic,  as  in  color  factories^  in  which  affections  of  the  skin  of 
the  face,  hands  and  scrotum  are  by  no  means  rare. 

In  chronic  arsenic  poisoning^kin  eruptions  are  common,  and  are  to  be 
ascribed  to  the  direct  action  of  the  drug  on  the  skin.  Tliis  appears  to 
accelerate  the  growth  and  proliferation  of  the  epithelium,  which  is 
found  to  be  increased  in  thickness^  but  which  in  ver\"  severe  cases 
shows  signs  of  atrophy  and  degeneration.  Arsenic  has  been  found  in 
appreciable  amount  in  the  hair  and  epidermal  scales,  and  in  the  fluid 
of  a  blister  in  patients  treated  with  it,  and  changes  in  the  condition  of 
the  skin  in  animals  have  also  been  observed* 

The  melanosis  of  arsenic  j>oisoning  seems  to  be  due  to  the  de|)osition 
not  of  an  arsenical  compound,  but  of  some  organic  proiiuct  in  the  deeper 
lajers  of  the  corium.  The  sjTuptoms  of  irritation  of  the  mucous  mem- 
branes of  the  eye,  nose  and  larynx  are  analogous  to  tlie  skin  eruptions. 

The  action  of  arsenic  on  The  Blood  is  still  obscure,  although  it  is 
frequently  prescribed  in  various  forms  of  anaemia.  In  chlorosis  and 
in  normal  persons,  it  is  said  to  diminish  the  number  of  the  red  cor- 
puscles, but  not  to  alter  the  total  hiemoglobin  of  the  blood.  Sttjckman 
and  Greig  found  the  blood  cells  and  hiemoglobin  unaltered  by  arsenic 
in  normal  animals,  but  describe  the  bone-marrow  as  evidently  in  a 
state  of  unusual  acti^•^ty,  indicated  by  its  increased  vascularity,  greater 
number  of  red*blood  corijuscles  and  lessened  fat  cells.  In  a  case  of 
pernicious  ansemia  recently  examined  by  Engel,  it  was  found  that 
arsenic  increased  the  number  of  young  newly  formed  red  cells  while  the 
number  of  more  mature  corpuscles  was  diminislicd,  Bettman  states 
that  in  subacute  poisoning  in  rabbits,  the  red  cells  and  hremoglobin 
are  diminished,  and  nucleated  red  cells  appear  in  the  bltMxl  in  some 
number;  and  from  this  it  has  been  suggested  that  arsenic  may  accelerate 
the  destruction  of  the  blood  cells  and  thus  induce  a  more  rapid  formation 
indirectly  as  a  sort  of  compensation;  but  there  is  no  evidence  that  thera- 
peutic doses  increase  the  destruction  of  tlu'  blood  cells  and  this  view 
may  be  dismissed  as  fanciful.  Gunn  has  shown  that  in  shed  bloo<l 
small  quantities  of  arsenite  protect  the  red  cells  from  various  htcmolytic 


506 


SUBSTAS'CES  ACTiSG  AFTER  ABSORPTION 


flints  and  suggests  that  this  may  occur  in  the  therapeutic  use  of 
arscEUc.  After  haemorrhage  the  blood  is  said  to  regenerate  more 
quickly  if  aneaic  is  giveu,  aod  the  number  of  red  cells  rises  faster  than 
the  haemoglobiiL 

The  MetaboKm  is  affected  by  a  poisooous  dose  of  arsenic  in  the 
same  way  as  by  pho^>horuB,  but  the  alterstion  is  not  generally  so 
marked  and  is  liable  to  be  overlooked,  owinjj  to  the  more  intense  action 
oa  the  alimentar>'  canaL  The  nitrogen  of  the  urine  is  considerably 
greater  than  that  of  inanition,  but  it  is  not  quite  clear  whether  this  is 
due  to  an  increase  in  the  urea  or  to  other  nitrogenous  substances.  The 
ammonia  is  probably  augmented,  for  a  considerable  amount  of  lactic 
acid  has  been  obtained  from  the  urine.  The  gl^'cogen  of  the  liver 
disappears  entirely,  and  the  liver  seems  incapable  of  forming  it  from  the 
sugar  of  the  food;  yet  it  is  said  that  under  arsenic  treatment  quantities 
of  sugar  can  be  assimilated,  which  would  normall>'  l>e  sufficient  to  cause 
glycosuria.  Lesion  of  the  medulla  oblongata  (diabetes  puncture)  does 
not  cause  glycosuria  after  arsenic,  but  curara  and  other  drugs  are  still 
capable  of  eliciting  this  9\"mptom.  The  fatty  degeneration  of  the  epithe- 
lium of  the  stomach  and  intestine  has  been  mentioned  already,  but  this 
alteration  is  not  confined  to  these  tissues,  being  found  in  the  liver  and 
kidney,  in  the  muscle  ceils  of  tlie  heart,  bloodvessels  and  striated  muscles, 
and  In  the  lining  epithelium  of  the  alveoli  of  the  lungs.  Small  necrotic 
foci  ha\*e  been  obsened  by  Wolkow  in  the  liver,  along  witJx  signs  of 
active  division  of  the  parenchymatous  cells,  as  in  phosphorus  poisoning. 
The  catalase  of  the  blood  and  tissues  Is  said  to  \ie  increased  by  thera- 
peutic doses  in  pixjriy  nourished  animals,  while  this  change  does  not 
occur  in  strong  and  healthy  individuals. 

The  changes  in  the  metabolism  under  arsenic  resemble  those  under 
phosphorus*  so  that  they  liave  generally  been  regarded  as  arising  from 
a  similar  action.  The  action  on  the  autolytic  ferment  was  said  to  l>e 
diametrically  oyiposite,  hut  it  appears  that  small  quantities  of  arsenic, 
corresponding  to  those  causing  chronic  poisoning,  accelerate  autolysis 
in  the  same  way  as  i)ho5phorus;  very  large  amounts  ma.\'  arrest  the 
autolysis  hy  destroying  tlie  ferment.  But  arsetiic  in  small  doses  has 
much  less  influence  on  the  tissue  change  than  phosphorus. 

The  fatty  infiltration  may  have  the  same  results  as  in  phosphorus 
poisoning.  The  liver  is  somewhat  enlarged  and  the  pressure  on  the 
bile  ducts  prevents  the  escape  of  bile  into  the  intestine,  and  thus 
induces  jaundice  and  the  appearance  of  bile  pigments  and  bUe  acids 
in  the  urine.  Jaundice  is  seldom,  however,  a  very  marked  feature  in 
arsenic  poisoning,  and  is  often  entirely  absent*  The  bile  is  said  to 
contain  albumin,  red-blood  cells,  and  casts,  as  in  phosphorus  poisoning, 
but  (Iocs  not  present  other  changes  except  imineiliately  before  death. 

The  prolonged  administration  of  arsenic  in  quantities  insulheient 
to  produce  chronic  poisom'ng  is  reputed  to  have  some  effect  on  the 
Growth  and  Nutrition.  It  is  difficult  to  obtain  accurate  data  in  regard 
to  this  point,  and  a\  hile  the  improvement  in  nutrition  is  attcste*!  by  a 
number  of  independent  observers,  otlier  equally  careful  investi^jators 


ha\'e  not  been  able  to  confirm  their  results.  Gies  treatet!  some  of  a 
Utter  of  young  rabbits  with  arsenic  in  minute  doses  for  several  weeks, 
and  found  that  they  weighed  more,  and  were  larger  in  every  \\i\y  tlvan 
the  untreated  animals;  tlie  subcutaneous  fat  was  much  greater  in 
amount,  the  bones  were  longer,  and  the  muscles  more  developed.  The 
long  bones  presented  the  appearance  described  by  Wegner  under  phos- 
phorus treatment^  being  longer  and  containing  more  dense  bone  both 
in  tlie  shaft  and  the  epiphyses-  Female  rabbits  treated  with  arsenic 
bore  young  of  abnormal  size  and  weight.  Several  other  observers  have 
described  a  more  rapid  growth  and  greater  activity  in  young  animals 
treated  with  arsenic^  and  an  increase  in  weight  is  often  noted  in  man. 
On  the  other  Imn<l  Stockman  and  Greig  observed  no  change  in  the 
growth  of  animals  under  prolonged  treatment  with  arsenic,  and  found 
that  the  only  tissues  affected  were  the  growing  bones,  which  appeared 
denser  than  usual. 

The  improvement  in  nutrition  has  not  been  explained,  though  a 
slight  decrease  in  the  nitrogenous  excretion  and  in  the  amount  of 
nitrogen  in  the  stools  has  been  noted  by  Weiske,  who  holds  that  more 
of  the  food  is  utilized  by  the  digestive  apparatus,  and  at  the  same 
time,  less  protein  h  decomposed  in  the  tissues.  The  change  in  the 
amount  of  nitrogen  excreted  is  so  smallj  however,  that  doubt  may  be 
entertained  whetlier  it  may  not  be  due  to  unavoidable  errors  in  the 
estimation,  and  other  investigators  have  been  unable  to  detect  any 
alteration  attributable  to  the  drug.  Fresh  investigation  of  this  point 
is  thus  required  before  certainty  can  be  reached  regarding  the  effects 
on  the  nutrition,  and  still  more  regarding  the  explanation  of  the  altera- 
tions. 

When  small  quantities  of  arsenic  are  taken  habitually, _Tolerance 
is^^abliabed^  and  the  dose  may  be  gradually  increased  until  it  far 
exceeds  that  which  would  be  poisonous  in  ordinary  persons.  This  is 
the  explanation  of  arsenic-eating  which  is  known  to  exist  in  different 
parts  of  the  world,  but  which  is  most  widespread  ami  best  known  in 
Styria  and  the  Tyrol,  The  peasants  there  indulge  in  the  poison  habit- 
ually, and  believe  that  it  enables  them  to  work  Itetter,  and  in  par- 
ticular to  climb  the  mountains  with  less  effort  and  less  respiratory 
distress.  They  also  credit  it  w  ith  improving  their  complexions  and 
general  appearance,  and  give  it  to  their  horses  in  order  to  render  their 
coats  more  smooth  and  glossy,  and  to  make  them  stronger  and  fatter, 
Knapp  administered  0.4  G.  (7  grs.)  of  arsenious  acid  to  one  of  the 
peasants  at  Graz  without  inducing  any  effects  whatsoever  Arsenic- 
eating  is  said  to  be  indulged  in  to  a  considerable  extent  by  young  women 
in  some  countries  with  the  object  of  improving  the  complexion  and 
figure,  and  cases  of  arsenic  habit  have  been  described  in  different  parts 
of  America  and  elsewhere.  As  far  as  can  be  observed  ^  the  habit  is  not 
deleteriouSj  for  the  Styrian  peasants  live  to  old  age,  and  no  symptoms 
attributable  to  the  poison  have  been  noted.  As  a  general  rule  large 
doses  are  taken  once  or  twice  a  week,  and  tio  fluid  is  swallowed  for  some 
time  afterwards. 
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Tolerance  can  alscj  be  eUeited  In  anitnals  by  givia/^  them  graduElly 
increasing  quantities  of  dry  arsenic  by  the  mouth;  on  the  other  hand 
it  has  not  be^n  induced  by  arsenic  given  in  solution  hypndermically, 
and  the  statement  is  made  that  animals  that  tolerate  large  quantities 
by  the  mouth  are  kilted  by  small  quantities  injected  In  this  H'ay.  When 
dry  arsenic  is  given,  comparatively  small  quantities  are  absorbed, 
most  of  it  escaping  in  the  feces;  the  absorption  is  not  reduced  in  toler- 
ance, as  was  stated  by  Cloetta,  who  believed  that  this  was  the  chief 
change  induced  by  the  habit.  Joachimogiu  holds  that  tolerance  is 
limited  to  the  intestinal  cells,  which  do  longer  undergo  inflammation 
and  necrosis  under  arsenic;  the  absence  of  acute  symptoms  would 
perhaps  be  explained  by  this  view,  but  on  the  other  hand  if  the  absorp- 
tion is  unchecked  and  the  other  cells  of  the  body  are  not  tolerant, 
arsenic  eaters  might  be  expected  to  show  s^Toptoms  of  clironic  poisoning. 
No  explanation  of  arsenic  tolerance  can  be  given  as  yet,  which  does  not 
run  counter  to  some  of  the  established  facts. 

As  a  contrast  to  the  Styrian  peasants,  the  miners  of  Reichenstein 
may  be  mentioned,  who  are  constantly  exposed  to  arsenic  owing  to 
its  being  contained  in  large  quantities  in  the  ore.  These  people  are 
described  by  Geyer  as  shortliveti^  very  subject  in  childhood  to  severe 
rickets  and  in  adult  life  to  dropsies  and  respiratory  diseases;  they 
offer  little  resistance  to  microbial  infection  and  frequently  present  the 
skin  and  nervous  symptoms  of  arsenic  poisoning.  The  difference  in 
the  reactions  of  these  peoples  may  arise  in  part  from  differences  in  the 
general  nutrition,  for  Delepine  and  others  have  found  that  am'mals 
supplied  with  abundant  food  and  in  good  hygienic  conditions  survive 
under  chronic  arsenic  poisoning  much  longer  than  less  well  nourished 
ones.  This  difference  in  the  nutrition  may  also  explain  the  fact  that  in 
^idenilc  poisoning,  as  in  the  Manchester  cases,  comparatively  few  of 
the  persons  exposed  to  the  poison  exhibited  any  symptoms  from  it, 

Jlrsenic  is  Excreted  very  slowly,  some  appearing  in  the  urine  and 
fseces  within  24  hours,  but  only  about  one-fifth  of  that  absorbed  being 
eliminated  in  this  way.  The  rest  is  stored  in  the  tissues  for  a  long 
time  and  slowly  got  rid  of  in  the  hair  and  epidermis,  in  which  arsenic 
may  be  found  for  many  montlis  after  it  has  disappeared  from  the 
urine  and  fseces.  Traces  may  be  found  in  other  secretions,  and  fatal 
intoxication  has  been  observed  in  a  child  from  the  milk  of  its  mother, 
who  was  suffering  from  acute  poisoning.  In  the  urine  arsenic  appears 
as  arsenite  and  arsenate.  It  is  probable  that  the  effects,  especially 
the  paralysis,  last  long  after  the  drug  has  been  excreted,  lesions  having 
been  induced  which  only  recover  slowly. 

Arsenic  disappears  rapidly  from  the  blood  when  injectedi  being 
taken  up  by  the  tissues  in  which  it  forms  firm  combinations  with  the 
nucleins;  it  is  founds  chieft^  in  the  liver,  and  is  also  deposited  in  the 
kidney,  in  the  walls  of  the  stomach  and  intestine,  and  in  the  spl^n 
,and  lungs.  Much  smaller  quantities  are  found  in  the  muscles  and  in 
the  nervous  tissues,  in  whicli  it  is  said  to  occur  in  larger  proportion 
in  the  white  than  in  the  gray  matter.    It  has  been  detected  in  the 


ARSBNW 


599 


cancellous  bones  of  the  skull  and  vertebrae,  after  it  had  disappeared 
from  all  the  other  organs. 

Arsenic  is  poisonous  to  many  of  the  lower  forms  of  life,  as  well  as  to  the 
vertebrates;  thus  it  has  been  found  that  its  presence  iu  comparatively  dilute 
solution  (one  part  of  arsenious  acid  in  30,000  part^  of  water)  hinders  the  develop- 
ment of,  and  eventually  killfi^  alga>  and  the  seeds  of  the  higher  planta.  On  the 
other  hand,  mouJtls  grow  abundantly  in  a  solution  of  potfissium  areenite  (1  per 
cent,)  containing  some  organic  matter,  and  the  alcoholic  fermentation  proceeds 
in  the  presence  of  arsenic,  although  it  is  somewhat  retarded  at  first;  verj' 
dilute  solutions  of  arsenic  even  accelerate  the  femientation,  as  is  true  of  most 
other  antiseptics.  Arsenious  acid  is  only  about  one^tenth  as  strong  an  Antiseptic 
as  perchloride  of  mercury,  and  the  spores  of  anthrax  are  destroyed  only  after 
ten  days  in  a  one  per  mille  solution.  It  has  tii^refore  a  greater  antiseptic  power 
than  many  of  the  other  acids,  but  compared  with  its  action  on  the  higher  forms 
of  life,  it  is  but  slightly  poisonous  to  the  fungi.  It  seems  to  have  no  effect  on  the 
activity  of  the  ferments,  such  as  pepsin,  myrosin,  and  emulsin.  Some  patho- 
genic protozoa  are  extraordinarily  suseeptible  ta  the  action  of  araenic;  thus  a 
concentration  of  araenic  in  the  blood  of  1  in  2(XI,000  is  sufficient  to  destroy 
many  of  the  trypanosonies,  while  other  protozoa  living  in  water  may  survive 
in  a  lin  5,000  solution.  All  the  parasitic  protozoa  are  not  so  readily  destroyed, 
however,  for  that  of  malaria  is  found  to  be  much  more  resistant.  When  an 
animal  infected  with  trypanoeomes  is  treated  with  arsenic,  the  parasites  often 
disappear  from  the  blood  for  some  days  or  weeks  and  then  reappear,  but  can 
again  be  expelled  by  arsenic^  though  for  a  shorter  time;  this  phenomenon  of 
developed  tolerance  is  better  known  when  these  organisms  are  treated  with 
organic  arsenic  compounds  and  wiU  be  discussed  there  (p.  605).  Apparently 
infusoria  also  acquire  a  certain  tolerance  of  arsenic  and  other  metallic  poisons 
in  water,  but  the  ver>'  high  resistance  seen  in  the  trypanoeomea  in  the  blood  has 
not  been  observed  in  these  uon-parasitic  protozoa. 

The  areenates  are  much  less  harmful  to  lowly  organized  forms,  for  seeds 
and  algEe  as  well  as  moulds  grow  in  a  neutral  solution  abundantly,  and  even 
the  infusoria  do  not  seem  injured  by  it  to  any  raarketi  degree.  Apparently 
these  plants  and  animals  are  incapable  of  reducing  the  arsenates  to  ar^enites, 
which  are  much  more  toxic. 

The  bodies  of  persons  poisoned  with  arsenic  are  said  to  remain  undecom- 
posed  for  a  remarkably  long  time,  and  to  tend  to  become  mummitied.  The 
statement  is  still  disputed,  but  is  vouched  for  by  a  number  of  authorities. 
It  is  certainly  not  invariably  the  case,  and  little  weight  is  to  be  laid  upon  mum- 
mification in  det-ermining  whether  arsenic  poisoning  was  the  cause  of  death  in 
exhumed  persons. 

No  account  of  the  pharniacology  of  arsenic  would  be  complete  without 
mention  of  the  theory  advanced  by  Binz  and  Schulz  to  explain  ita  action. 
They  suppose  that  arsenious  acid  is  oxidized  to  arsenic  acid  by  the  living  tissues* 
and  the  arsenic  acid  again  reduced  to  arsenious.  In  this  way  oxygen  is  alter- 
nately wiibdran'n  from  and  supplied  to  the  protoplasm,  and  thus  alternate 
reduction  and  oxidation  they  suppose  to  be  the  essential  feature  of  the  action 
of  arsenic.  The  grounds  on  which  this  explanation  is  based  must  be  sought 
in  the  numerous  papers  oti  the  subject  by  these  authors^  and  it  may  suifice 
here  to  state  that  while  arsenic  acid  appears  to  be  reduced  and  arsenious  acid 
oxidi^sed  in  the  tissues,  these  processes  are  probably  only  gradual.  Otherwise 
it  would  l>e  difficult  to  explum  how  arsenious  acid  is  so  much  more  poisonous 
than  arsenic  acid,  for  if  the  tatter  were  readily  reduced  to  arsenioua  acid  it 
would  be  equally  toxic. 

Arsenic  and  phosphorus  are  Included  in  one  group  in  chemistry^ 
BJid  their  effects  on  living  organisms  present  sufficient  resemldance 
to  justifyjhi^  association  in  the  pharmacological  system.  The  tiiu<^oys 
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membranes  and  the  skin  are  more  affected  by  arsenic^  however,  and  the 
circulation  is  more  rapidJy  depressed^  while  the  fatty  infiltration  b 
much  more  prominent  in  phoisphorus  poisoning.  The  differences  between 
their  effects  are  more  in  degree  than  in  kind,  and  there  seems  no 
question  that  their  ultimate  action  on  protoplasm  is  of  the  same  nature- 
It  is  to  be  noted  J  howe\'er,  that  there  is  no  reason  to  suppose  that 
phosphorus  owes  its  action  to  any  of  Its  numerous  compounds  with 
oxygen,  while  it  is  probable  that  the  oxides  of  arsenic  alone  are  capable 
of  modifying  vital  functions. 

The  Sulphur  Compounds  of  ansenic  are  entirely  insoluble  and  are  therefore 

not  absorbed  as  such,  but  it  seems  likely  that  Bmall  quantities  of  arsenious 
arid  are  formed  from  them  in  the  intestine  by  microbes.  Commercial  orpiment 
often  contains  large  amounts  of  arsenious  acid. 

ArseniuTGtted  Hydrog'en  (AsHi)  is  an  exceedingly  poisonoua  gaa,  which 
ha3~taiised  a  number  of  fatal  accidents  from  being  inhaled  accidentally  in 
chemical  laborntories.  Its  action  is  quite  diiTerent  from  that  of  the  oxides  of 
arsenic  and  there  is  no  reason  to  suppose  that  areenites  give  rise  to  appreciable 
amounts  of  the  gas  in  the  body^  or  that  the  ejects  of  the  latter  ^rise  from  the 
formation  of  aisenites.  Its  action  arises  from  its  great  affinity  for  h^moglobLa. 
which  takes  it  up  in  large  quantity  and  combines  with  it  or  with  some  product 
derived  from  it.  This  leads  to  hfemolysis,  and  the  hsemoglobin  liberated  induces 
severe  symptoms  in  the  course  of  its  excretion.  In  the  test-tube  arseniuretted 
hydrogen  forms  a  combination  with  hemoglobin  which  gives  a  characteristic 
spectrum,  but  this  has  not  been  shown  to  occur  in  living  animals.  Most  of  the 
symptoms  appear  to  arise  from  the  hfemolysis,  but  there  may  be  in  addition 
some  direct  action  on  the  central  nervous  system^ 

Arseniuretted  hydrogen  induces  intense  headache,  nausea  and  vomiting, 
prostration  and  fainting  fits,  cyanosis  and  collapse.  H^moglpbin^  methsmo- 
globin,  hsematin  and  occasionally  blood  are  passed  in  the  urinej  and  more  rarely 
the  stools  contain  blood.  Sometimes  the  urine  is  entirely  suppressed  from  the 
tubules  being  plugged  with  blood  cells  and  debris,  and  intense  icterus  appeara 
from  the  formation  of  excess  of  bile-pigment  from  the  hiemoglobin  of  the 
diamtegrated  corpuscles,  (Edema  of  the  lutiga  or  sudden  failure  of  tlje  heart 
is  the  cause  of  death.  Some  of  the  gas  is  excreted  by  the  lungs,  and  may  be 
recognized  by  its  garlic  odor,  and  some  arsenic  appears  in  the  urine,  but  it  is 
not  known  in  what  form.  It  is  estimated  that  one  part  in  lOOjOOO  parts  of  air 
is  injurious  to  man  if  breathed  for  a  few  hours. 

Preparations. 

Arseni  Trioxidum  (U.  S.  P.)r  AcmuM  ARSENioatJM  (B.  P.)  (AstOt)»  arseuous, 
or  arsenious,  acid  anhydride,  white  arsenicj  ratsbane,  forois  a  white  powder^  or 
opaque,  porcelaiji-like  masses,  or  a  transparent,  amorphous  surface  like  glass. 
It  dissolves  slowly  in  cold  water,  the  glassy  variety  requiring  about  thirty,  tlio 
porcelain  about  eighty  parts  of  water.  It  is  almost  tasteless  and  has  no  odor. 
Jl,on^  G   (jV  gr.);  B.  P.,  ^(—\\  gr,,  in  pill  or  solution,  after  meals. 

t^u^  Addi  At^enosi  (U,  S.  P.),  Liquor  Arsc-nid  Hydrochtorimts  (B.  P  ),  a 
1  jwr  cent,  solution  of  arsenqus  anhydride  acidulated  with  hydrochloric  acid. 
0,2  rnil  (3  mins.) ;  B.  P.,"2-S  mins,,  3^5  drops  three  times  daily,  after  meals* 
^  Liquor  Potassii  Arsknitis  (U.  S.  P.),  Liquor  Arsenicaus  (B,  P.),  Fow^Ier'a 
solutionj  contains  1  per  cent,  of  arscnous  anhydride  rendered  alkaline  wittT 
bicarbonate  of  pot-ash,  to  which  compound  tincture  of  lavender  is  added  to  give 
color  and  flavor.  0.2  mil  (3  mins.);  B.  P.,  2-S  mins.,  3-5  drops  three  timed 
daily,  after  meals. 

Sodii  ATsenas  (U.  P.)  (NaiHA60<+7HiO)  forma  colorless,  odorless 
crystals,  very  soluble  in  water,  with  a  mitd,  alkaline  taste.  0.005  G,  (rS  gr.). 
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Sodii  Arseyias  Anhi/droms  (B.  P.)^  SodU  Arsenas  Exsiccatus  (U.  P*) 
ajHAaOO^  is  prepared  from  the  ordiniiry  arsenate  (U.  ti.  P.)  by  driving  off 
water  of  crystallization,  and  fonna  a  white  powder.  0.003  G.  ( i'a  gr.) ;  B.  P., 

liquor  Sodu  Araenatis  (U,  S,  P.,  B.  P,),  Pearson's  solution,  a  1  per  cent, 
tion  of  dried  sodium  arsenate.  0.2  mil  (3  mina.)?  P.,  2-S  mins, 
rseni  iodidum  (U,  P.),  Arsenii  lodidum  (B.  P.)  (AbIi),  glossy,  orange^red 
tals  soluble  in  12  parts  of  water,  but  the  solutiOD  soon  decompoaeB  into 
nous  and  hydriodic  adds.  0.005  G.  (tV  gr.);  B.  P.,  gr. 
Liquor  Arseni  (Arsenii,  B.  P.)  et  Htdrargyri  Iodidi  (U.  S.  P.,  B.  P.), 
Donovan's  solution,  contains  1  per  cent,  of  arsenic  iodide  and  1  per  cent,  of 
re3~mercuric  iodide.  Thia  solution  is  clear  and  yellowish,  without  odor,  but 
with  a  harsh  metoliic  taate.  0.1       (IJ  mins.);  B.  P.,  &-20  mins.,  after  meals. 

Some  mineral  waters  conTaii'i  arsenic,  that  of  Levico  £l3  much  as  S  mga.  per 
litre. 

Therapeutic  Uses. — The  action  of  arsenic  as  ascertained  from  experi- 
ments on  the  lower  animals  and  from  cases  of  poisoning  in  man  throws 
little  light  on  its  use  in  therapeutics,  and  so  Jittle  is  known  of  tlie 
pathology  of  most  of  the  conditions  in  which  it  is  found  of  benefit, 
that  no  attempt  can  be  made  to  bring  the  two  series  of  observations 
into  relation.  The  treatment  of  tr>'pano5oma  infections,  such  as 
sleeping  sickness,  with  arsenic  and  its  compounds  has  given  rise  to 
the  idea  that  many  of  the  conditions  in  which  arsenic  is  useful  may 
arise  from  protozoal  infection.  But  there  is  no  question  that  arsenic 
acts  in  other  ways  than  by  destroying  parasites,  and  such  speculation 
is  futile  until  tlie  cause  of  these  diseases  has  been  determined. 

Arsenious  acid  has  been  used  externally  as  a  caustic,  formerly  in 
various  forms  of  malignant  disease^  more  recently  in  lupus,  in  which 
it  is  said  to  destroy  the  diseased  surface  while  leaving  the  healtliy  skin 
unaffected.  It  has  been  superseded,  however,  by  the  introduction  of 
surgical  measures,  such  as  scraping  with  the  shar|)  spoon.  Arsenous 
anhydride  is  still  used  in  dentistry  to  destroy  the  pulp  in  decayed  teeth; 
this  destructive,  caustic  action  proceeds  more  slowly  than  imder  more 
violent  corrosives,  so  that  there  is  little  or  no  pam  from  it. 

Internally  arsenic  is  used  in  malarial  disease^  especially  in  invet- 
erate cases  in  which  there  is  much  cachexia.  In  acute  cases  it  is  also 
of  benefit,  but  is  much  less  certain  in  its  effects  than  quinine;  it  may 
act  here  by  improving  the  general  nutrition  and  lessening  the  cachexia 
and  wasting,  but  in  addition  arsenic  acts  on  the  malarial  parasite, 
though  less  powerfully  than  quinine.  Many  authorities,  in  fact,  de- 
precate the  use  of  arsenic  in  acute  malaria,  and  would  limit  its  use 
to  the  cachexia  of  old  disease,  while  others  advise  its  use  with  iron  in 
ordinary  cases,  after  the  acute  stage  has  been  successfully  treated  with 
quinine*  In  obstinate  cases  it  is  probable  that  the  quinine  action  may  be 
reinforced  by  arsenic  and  that  parasites  which  have  a  low  susceptibility 
to  quinine  may  succumb  to  the  arsenic.  Thus  while  malaria  generally 
does  not  require  the  use  of  arsenic,  if  the  disease  does  not  yield  to 
quinine  carefully  administered  the  patient  may  be  treated  w  ith  arsenic 
and  quinine  toi^ether. 

Arsenic  has  also  been  used  with  benefit  in  TieuruJgi&i  specially 
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when  it  assumes  a  penodic  character,  and  in  chronic  rheumatism,  hut 
in  many  cases  no  definite  improvement  follows,  and  the  conditions 
under  which  it  is  of  value  cannot  \ye  more  accurateJy  defined  at  the 
present  time.  Old  cases  of  chorea  often  improve  under  arsenic,  which 
may  imply  some  action  on  the  central  nervous  s>stem,  although  as 
has  been  stated,  little  alteration  in  the  nervous  functions  is  observed 
in  animals  except  under  very  large  doses.  Asthma  has  also  been  treated 
with  arsenic  given  by  the  stomach,  or  by  the  inhalation  of  arsenic 
from  smoking  cigarettes  made  with  arsenical  paper. 

Small  doses  of  arsenic  are  often  of  service  in  increasing  the  appetite 
and  improving  the  general  condition  in  diseases  accompanied  by 
cachexia,  want  of  appetite,  general  weakness,  and  apathy. 

In  pernicious  anemia,  arsenic  is  said  to  be  beneficial,  but  the  im- 
provement is  only  tempoTar>\  Many  forms  of  skia  disease  are  treated 
with  arsenic,  some  of  them  with  the  happiest  results.  Thus  tn  psoriasis, 
ckronie  eczema,  and  lichen  ruber,  marked  improvement  or  complete 
recovery  often  dates  from  the  beginning  of  the  arsenic  treatment. 
It  is  generally  advised  orJy  in  the  chronic  forms,  and  is  said  to  be 
positively  deleterious  during  the  earlier  stages  of  rapid  cell  prolifer- 
ation. 

In  lymphoma  arsenic  has  been  gi%'en  internally  and  also  by  direct 
injection  into  the  tumors,  and  often^  though  not  by  any  means  invari- 
ablyj  proves  of  value.  Various  other  forms  of  leucaemia  have  been 
treated  with  less  success. 

Arsenic  has  been  used  in  syphilis  in  combination  with  mercury  for 
over  a  centurT*',  and  attention  lias  again  been  drawn  to  this  action 
through  the  efficacy  of  its  new  organic  compounds,  For  this  purpose 
Donovan's  solution  of  the  iodides  of  arsenic  and  mercury  has  generally 
been  used.  The  quantity  of  iodide  present  in  this  solution  is  Lnsufficieat 
to  have  any  specific  iodide  action  and  the  improvement  under  it  must 
thus  be  credited  to  the  arsenic  and  mercurj  . 

Arsenic  has  been  used  in  some  forms  of  tr\panosoma  infection  in 
animals,  and  has  been  found  to  improve  similar  conditions  in  man. 
The  ordinary  preparations  are  less  often  used  than  atoxyl  and  related 
substances,  but  the  trypanosomes  show  less  tendency  to  become  resis- 
tant to  the  inorganic  forma  and  it  is  now  recommended  that  these 
diseases  should  be  treated  by  both  inorganic  and  organic  cora])oimds. 
Arsenic  is  undoubtedly  of  great  benefit  in  these  diseases,  relieving  the 
symptoms  and  prolonging  life  even  in  those  cases  in  which  it  does  not 
actually  cure  the  infection. 

Arsenic  is  in  thegreat  majorit\'  of  cases  prescribed  in  the  form  of 
Fowler's  solution."Tt  is  generally  advisable  to  commence  with  small 
doses,  and  to  increase  them  as  tolerance  is  de\eloped,  but  some 
authorities  advise  large  doses  from  the  outset.  Arsenic  is  always 
prescribed  to  be  taken  after  meals,  in  order  to  avoitl  any  possible  action 
on  the  digestion.  Several  authors  have  recommended  the  hypodermic 
injections  of  Fowler's  solution  diluted  witli  two  parts  of  \^ater,  (Dose 
0,5  c,c.  (Smins.)).    Arsenic  is  contraindicated  in  eases  of  irritation  of 
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tilt;  stomach  and  bowel,  and  is  generally  avoided  during  acute  fever* 
except  iti  jiialaria. 

If  symptoms  of  chrome  poisoning  Wgin  to  assert  themselves,  the 
dru(^  must  be  diseontiiuied  at  onee.  The  iirst  symptoms  are  generally 
disnnJered  digestion,  loss  of  appetite  and  discomfort  in  the  stomach 
region,  a  feeling  of  constriction  in  the  throat,  and  redness  and  swelling 
of  the  conjunctiva  and  eyelids. 

In  Acute  Arsenic  Poisomnf  the  stomach  ought  to  be  emptied  at  once 
by  means  of  the  stomuch  tube  of  bX'  an  emetic  (apomorpliine).  The 
stomach  washing  is  to  be  continued  for  some  time,  as  arsenic  is  very 
insoluble.  Iron  or  magnesium  preparations  have  been  advised  in 
order  to  forin  a  loose  chemical  combination  with  the  arsenic;  freshly 
precipitated  iron  hydrate  formeil  by  adding  magnesia  to  a  solution 
of  iron  sulphate  forms  the  well-known  arsenic  antidote,  or  magnesia 
alone  is  sometimes  given  shaken  up  with  water.  Experiments  on 
animals  show  that  these  antidotes  are  useless  and  that  relian^  la^to  be 
placed  on  repeated  and  copious  lav  age  only. 

The  collapse  is  treated  by  the  ordinal^'  measures,  warmth  and 
stimulants,  such  as  eufTeine  and  digitalis.  In  chronic  poisoning,  the 
paralysis  is  treated  by  stimulating  the  muscles  with  the  galvanic  cur- 
rent, the  other  symptoms  by  suitable  general  treatment, 
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LVI,  OBGANIC  ARSENIC  COMBINATIONS. 

Inorganic  arsenic  has  long  had  some  reputation  in  the  treatment  6 
malaria  and  syphilis;  in  the  latter  it  has  been  used  along  with  mercury 
in  the  well-known  Donovan's  solution.  These  diseases  have  been  shown 
to  arise  from  animal  parasites  living  in  the  blood  and  tissues,  and  when 
the  sleeping  sickness  of  Africa  was  found  to  arise  from  trjpanosomes, 
another  protozoan  parasite,  inorganic  arsenic  wa3  used  to  treat  it. 
The  results  were  disappointing^  as  the  quantity  of  arsenic  that  could  be 
given  was  limited  owing  to  its  poisonous  action  on  the  patient*  For 
inorganic  arsenic  proved  to  have  little  specific  affinity  for  tiie  parasite; 
in  Ehrlich's  phraseology,  it  was  not  parasitotropic,  while  it  was  ve^^' 
poisonous  to  the  tissues  of  the  host,  or  strongly  organotropic.  In  the 
test-tube  the  inorganic  arsenic  preparations  are  very  poisonous  to 
the  trj^anosomes,  and  thej'  would  doubtless  be  equally  destructive 
in  the  tissues  if  they  could  be  applied  there  without  the  destruction 
of  the  host. 

Some  organic  preparations  of  arsenic  pro\  ed  available  for  treatment, 
the  first  being  Atoxyl^  or  sodium  arsanilate.  Later  a  modification  of  atoxj'l 
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was  found  more  active  in  combating  trypanosoma  infections.  These 
combinations  proved  useful  in  syphilis  also,  but  while  destroying  the 
parasites  tn  these  {liseases,  they  were  not  devoid  of  deleterious  action  in 
man  and  have  already  almost  dfsappejired  from  therapeutics.  Ehrlich 
soon  pointed  out  that  atoxyl  has  pr^ictically  no  action  on  trypanosomes 
in  test-tube  experiments  and  oniy  gains  its  parasiticide  action  in  the 
tissues.   He  explains  this  by  the  view  that  the  pentavalent  arsenic 
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compounds,  sudi  as  atoxyl  and  arsenic  acid,  are  really  inactive  in 
thenisehes  and  only  acquire  activity  when  they  are  changed  to  the 
trivaknt  arsenic,  such  as  exists  in  arsenites. 

Tliis  led  him  to  seek  for  organic  compounds  in  which  the  arsenic  is 
trivalent,  and  two  of  these  were  introduced  by  him,  Arsenofhenylglycin 
and  Salmrsan  (AsCflHjOHNHi)22HCl.  of  which  the  hitter  has  been  very 
widely  used  in  the  treatment  of  sj'philis.  More  recently  a  modification 
of  salvarsarij  Neosalmrsan^  has  been  used  instead  of  the  parent  sub- 
stance. All  of  these  organic  compounds  are  much  less  poisonous 
to  man  antl  the  higher  animals  than  inorganic  arsenic,  while  they 
maintain  the  poisonous  action  toward  the  protozoa  that  infect  the 
blood  and  tissues.  In  other  words  they  are  less  organotropic  and  more 
parasitotropic.  Ehrlich  supposes  that  certain  parts  of  the  molecule 
in  these  compounds  attach  themselves  to  the  parasites,  and  that  these 
haptophoric  groups  then  allow  the  poisonous  part,  or  toxoplioric  groups^ 
to  act  on  the  protozoa.  The  tissues  of  the  mammals  do  not  afford 
points  of  attachment  for  tlie  haptophoric  groups  and  therefore  are 
not  attacked  by  the  toxophoric  radical,  A  simpler  view  is  that  the 
organic  compounds  permeate  readily  into  the  parasite  and  there  are 
decomposed,  possibly  to  inorganic  arsenic,  and  thus  prove  poisonous 
to  the  protozoa;  the  mammaHan  cell  is  less  readily  permeated  by  the 
organic  forms  and  thus  escapes  being  destroyed  by  them* 

The  treatment  of  trypanosoma  infections  with  arsenic  preparations 
has  proved  less  successful  than  the  first  applications  seemed  to  promise, 
owing  to  the  parasites  rapidly  becoming  tolerant  to  the  drug.  If  an 
animal  infected  with  trypanosomes  receives  an  injection  of  atoxyl,  the 
parasites  disappear  from  the  blood  and  none  may  be  found  in  it  for 
many  days  or  weeks;  then  a  few  reappear  and  rapidly  multiply  but 
are  again  destroyed  by  a  second  dose;  the  interval  before  they  are 
again  seen  in  the  blood  is  shorter,  and  becomes  shorter  w  ith  each  suc- 
ceeding injection  until  atoxyl  no  longer  frees  the  blood  from  trypano- 
somes even  in  the  maximal  dose  which  can  be  given  without  injury 
to  the  host.  If  a  second  aniinal  is  now  infected  witli  the  blood  of  the 
first  containing  these  resistant  trypanosomes,  it  is  not  improved  by 
atox}  l,  the  descendants  of  the  resistant  type  maintaining  their  tolerance 
of  atux}l  through  an  indefinite  series  of  generations.  This  form  of 
resistance  appears  to  arise  from  a  process  of  selection  by  the  survival 
of  the  most  tolerant.  The  first  dose  of  atoxyl  destroys  all  but  the  most 
resistant  of  the  tryj>anosomes,  and  these  multiply  and  again  the  most 
resistant  survive  the  second  dose,  and  thus  a  strain  is  eventually  reached 
which  is  as  resistant  to  the  atoxyl  as  the  tissues  of  the  host.  This 
change  in  the  character  of  the  trypanosomes  depends  on  their  asexual 
generation  and  is  readily  intelligible  when  it  is  realized  that  successive 
generations  are  really  only  fragments  of  the  original  resistant  individuals. 
Whenever  a  sexual  cycle  is  interposed,  all  the  resistance  to  atoxyl  is 
lost;  and  except  from  experimental  inoculation  the  transmission  of 
the  trypanosoma  disea.ses  from  one  host  directly  to  another  must  be  a 
rare  occurrence.    A  strain  of  trypanosomata  which  has  developed 
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tolerance  for  one  of  the  organic  arsenical  preparations  (arsenic-fast) 
is  generally  tolerant  of  the  others  also,  but  not  in  such  high  degree 
of  jTior^ijanic  arsenic. 

The  same  tolerance  may  be  developed  in  trypanosomata  treated 
with  other  remedies;  for  example,  some  of  the  dyes  are  poisonous  to 
certain  species^  but  the  same  resistance  is  de\'eloped  towards  these.  A 
strain  which  is  arsenic-fast  is  as  susceptible  to  these  dyes  as  an  untreated 
strain,  and  similarly  a  strain  which  is  resistant  to  a  dye  (f.  g,,  trypan- 
red)  shows  no  resistance  to  arsenic. 

Cacodylates. 

The  earliest  of  the  organic  arsenic  eompouncia  to  )>e  used  in  medicine  was 
sodium  cacodylate,  {CHj),AsO. ONa,  which  is  relatively  feeble  in  action  as  it 
relcnsps  only  small  quantities  of  arsciit(!  ion  in  the  tiaaites.  Moat  of  the  caco- 
dylate  is  ellniinattd  uutilmnged  in  the  urine,  some  appears  to  be  rt^duced  to 
cacodyl,  (CHi)iA33j  which  is  excreted  in  the  breath  and  lends  it  an  odor  like 
garlic,  while  another  smalJ  proportion  is  changed  to  the  inorganic  form  and 
exercises  the  typical  arsenic  action.  The  amount  whifh  midergties  this  tratis- 
mutatian  is  unkuown  and  probably  varies  in  different  individuals  and  in  dif- 
ferent circumstances.  Sodium  cacodylate  (Sodii  Cacodylas^  U*  P.)  ia  valueless 
in  syphilis.  It  is  a  wiiite  crystalline  aa!t  readily  soluble  in  water.  Dose,  0.06 
G.  (1  gr.).  Another  neiirly  related  salt  has  been  introduceil  as  Arrkenal  {CKr 
AsOCONa),),  and  reaerables  cacodylate  in  action. 

2.  AtoxyL 

Ato^tyl^  or  sodium  arsanUate  (NHiCiHiOAsOH.ONa)  has  recently  been  used 
extensively  in  trypanosome  iiifections^  in  wiiich  it  seems  to  present  some 
advantages  over  the  inorganic  arsenic  salts.  It  is  iibstJri>i>d  r^ipidly  and  cir- 
culates in  the  blood  tongfjr  thun  the  arij^enites,  wliioli  arc  Uikcn  up  t>y  t  he  tissues 
rapidly  and  thus  can  exert  only  a  transient  action  on  parasites  living  m  the 
plasma,  Ato?ijd  ie  excreted  in  the  urine  for  the  most  part  uncbangedj  but  a 
small  proportion  undergoes  decomtHMailion  and  is  believed  to  liberate  the 
arsenioua  ion,s.  Trypanoaomes  are  not  affected  by  atoxyl  outi^ide  the  body 
more  than  by  many  other  aubstiinces,  and  there  has  been  some  discussion  as  to 
how  il^  !5pecific  uftion  arises  in  the  body.  Ehrlich  holds  ihat  it  is  partially 
reduced  in  the  tissues  and  that  the  product  of  reduction  is  the  active  trypano- 
cide,  and  he  has  shown  that  such  reduced  bodies  act  very  powerfully  on  try- 
panosoines  in  test-tube  experiments;  on  the  other  hand,  it  has  not  been  proved 
that  this  reduction  occurs  in  the  tissues.  Others  believe  that  the  inorganic 
arsenic  formed  from  atoxyl  is  the  active  agent,  and  there  is  no  question  that 
inorganic  arsenic  destroys  the  pariisitcis  both  in  the  blood  itiid  in  the  test-tube; 
the  more  powerful  action  of  the  small  quantities  of  arsenic  hbeniled  from 
atoxyl  in  the  body  may  perhaps  be  explained  by  its  being  freed  in  the  blood  or 
in  the  interior  of  the  parasite  into  which  the  aloxj'l  has  penetrated,  while  in- 
organic arsenic  leaves  the  blood  very  rapidly  >  Strong  evidence  bi  favor  of  the 
view  that  atox^d  act-a  in  virtue  of  its  Uberating  arsenic  is  offered  by  the  observa- 
tion that  tr^^panosomes  which  have  become  resislant  to  atoxyl  have  also  a  low 
suscepfibihty  to  arsenic. 

In  a  imrnber  of  cases  atoxyl  has  given  nau  to  poiaouing  in  man^  the  symp- 
toms beiiig  dryneiis  of  the  throat,  headache^  giddiness,  fever,  cohc,  vomiting 
and  diarrhcea,  nephritisj  and  paresis  of  the  lower  limbs;  the  most  serioue 
effecta,  however,  are  disturbances  of  vision,  which  may  advan*;e  to  total  and 
permanent  blindness.    In  animals,  ataxia  and  tremors  are  seen,  especially 
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la  the  cat,  and  renal  hsmorrhag^s  in  the  dog.  Blindness  has  also  been 
induced  sTcperimentally  in  animals,  and  ts  found  to  arise  from  degeneration  of 
the  ganglion  celb  of  the  retina  and  later  of  the  fibres  of  the  optic  nerve.  These 
symptoms  are  not  those  ordinarily  induced  by  arsenic  in  chronic  poisoning, 
and  it  has  been  auggcsted  that  the  aniline  component  i&  re3ponsible  for  them, 
but  this  does  not  seem  probable;  aud  they  often  euperveue  after  atoxyl  has  been 
diacontmued,  so  that  it  seems  improbable  that  this  substance,  which  is  so  rapidly 
eliminated.  [3  itself  the  agent.  It  seems  likely  that  these  symptoms  are  again 
the  result  of  the  arsenic  liberated  from  the  atoxj'lj  and  that  they  are  different 
from  those  ordinarily  seen  under  arsenic,  because  the  arsenic  is  liberated  in 
unusual  parts  of  the  body,  owing  to  the  atoxyl  penetrating  where  the  inorganic 
forms  fail  to  reach. 

At<txyh  sodium  arsanibte  (CiHjNAsOiNa),  is  a  white  crystalline  powder 
containing  27.2  per  cent,  of  arsenic  metal,  soluble  in  six  parts  of  wat^r  or  about 
126  parts  of  alcohol,  It  had  a  faint  s&line  taste.  Dose  hypoilermically^  0, 1-0,3 
G,  (li-5  grs.)  per  day  in  10  per  cent,  solution. 

A  number  of  other  arsenic  compounds  similar  to  atoX}'l  have  been  tested 
recently  in  trj-^panosomiasis  and  other  diseases.  Of  these  Stmmine  is  practically 
identical  with  atoxyl,  differing  only  in  the  amount  of  water  of  crystftUization. 
Arsacetin  is  acetyl-atoxyl  and  resembles  the  parent  substance  closely  in  effects. 

Atoxyl  and  its  allies  were  introduced  for  the  treiitmcnt  of  trypanosomiasis, 
in  particular  ia  sleeping  sickness.  And  it  still  continues  to  hold  a  position  for 
this  purpose,  for  it  is  not  yet  established  that  the  newer  preparations  are  superior 
to  it  in  trj^panoaomicidal  power.  But  the  hopes  which  were  at  first  entertained 
that  it  would  prove  a  cure  for  the  disease  are  now  dissipated;  atoxyl  appears 
to  act  efficiently  on  the  parasites  in  the  blood,  but  has  less  efTect  on  those  which 
have  infected  the  lymph  glands,  and  apparently  does  not  reach  those  in  the 
central  nervous  system  in  efficient  concentrations.  It  clears  the  blood  of  the 
parasitefl,  but  the  supply  is  constantly  renewed  from  the  foci  in  the  nervoue 
axis  and  eventually  the  parasites  become  resistant.  In  sleeping  sickness  atoxyl 
may  alleviate  the  symptoms  and  prolong  life  but  a  cure  of  the  disease  from  its 
use  is  very  rare.  It  was  also  proposed  to  use  it  in  syphilis,  but  fortunately 
before  it  attained  popularity,  the  frequency  with  which  it  causes  blindness 
and  other  toxic  effects  was  recognised  and  since  then  this  group  of  compounds 
has  been  regarded  as  too  dangerous  to  use. 


3,  Salvarsan. 

arsan,  or  arsenobenzol  (p-dihydroxy-iii-diainino-arsenobenzene)» 
introduced  by  Ehrlich  for  the  treatment  of  s%philts  and  has 
enjoyed  great  popularity  in  the  last  few  years.  It  differs  from  the 
organic  arsenic  compounds  so  far  discussed  in  the  fact  that  it  contains 
arsenic  in  the  triad  form,  and  thus  corresponds  to  the  arsenites,  while 
in  atoxyl  the  arsenic  is  pentad  and  corresponds  to  the  arsenates.  Atoxyl 
itself  appears  to  act  only  when  it  is  reduced  to  triad  arsenic  in  the  body. 

Ehrlich  introduced  arsenophenylglycin  about  the  same  time  as 
salvarsan,  \mi  the  latter  proved  so  much  superior  that  the  former  has 
not  been  much  used. 

Salvarsan  was  at  first  injected  into  the  muscles  rn  man,  but  it  tended 
to  be  dcpositcfl  locally  and  to  give  ri^e  to  pain,  swelling  and  infiltration, 
and  was  absorbed  only  slowly.  The  intravenous  administration  was 
therefore  ad(»pted  and  has  become  the  ordinary  method,  although 
some  authorities  hold  that  the  intramuscular  administration  waa 
abandoned  prematurely. 
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When  salvarsan  is  injected  intravenously,  there  are  as  a  general 
mle  no  symptoms  elirited,  but  hi  individual  cases  effects  varj'ing  from 
comparatively  trivial  disturbance  to  grave  antl  even  fatal  issues  have 
been  met  with. 

The  symptoms  more  comjiionly  described  arc  headache,  giddiness, 
nausea  and  malaise,  and  fever;  sometimes  vomiting  and  diarrhoea  occur, 
and  jaundice,  dyspncea,  restlessness  and  tremors,  profuse  sweating, 
and  exanthemata  of  various  kinds  have  occasionally  been  seen.  In 
graver  eases  owlema  and  cyanosis  of  tlie  face,  with  cerebral  confusion 
have  led  to  collapse,  coma,  and  death.  In  other  instances  con\Tilsioii3 
have  occurred  several  days  after  the  injection,  and  high  fever  and  coma 
have  followed  from  encephalitis  and  meningitis;  it  is  not  yet  clear 
whether  nephritis  is  always  present  in  these  fatal  cases,  but  in  some 
at  least  it  has  been  shown  both  before  and  after  death.  Sal^'arsan 
does  not  seem  to  act  on  the  optic  tract  as  atoxyl  does,  but  in  a  number 
of  cases,  some  symptoms  have  arisen  from  disturbance  of  the  auditorj' 
nerve  or  from  paralysis  of  the  facial  or  of  other  nerves. 

The  cause  of  these  symptoms  has  been  much  discussed,  some  ascrib- 
ing them  not  to  the  direct  action  of  the  salvarsan  but  to  the  technique 
employed  or  to  tlie  flooding  of  the  tissues  with  the  proteins  of  the  para- 
sites destroyed.  Some  of  the  symptoms  have  been  attributed  to  acute 
arsenic  poisoning  and  present  some  analogies  to  that  condition;  thus  the 
exanthemata,  vomiting  and  diarrhoea  and  the  affections  of  the  ner\'es 
are  coniinon  to  both.  But  exanthemata,  vomiting  and  diarrhoea  are  so 
often  observed  as  idiosyncrasies  in  the  use  of  other  drugs,  that  too  much 
importance  should  not  be  attached  to  this  analogy* 

Not  infrctpiently  swelling  and  oedema  occur  around  the  local  mani- 
festations of  s>7jhilts  after  salvarsan  has  been  injected;  for  example 
when  sah  arsati  Is  administered  in  syphilitic  skin  eruptions,  the  skin 
lesions  swell  up,  and  the  secretion  from  ulcers  is  increased  (Herxheimer). 
This  may  perhaps  arise  from  the  poisonous  action  of  the  proteins  freed 
from  the  dead  spirochsetes. 

In  animals,  the  intravenous  injection  of  salvarsan  in  large  quantities 
causes  a  marked  fall  in  blood-pressure,  which  is  stated  to  resemble  that 
seen  under  arsenic  in  arising  in  part  from  direct  action  on  the  walls 
of  the  arterioles  and  capiUaries.  in  part  from  central  action;  but  other 
ob&er\ers  regard  it  as  due  to  salvarsan  weakening  the  heart.  In  man 
a  fall  of  blood-pressure  sometimes  follows  the  intravenous  injection, 
but  in  other  cases  no  change  in  the  circulation  is  seen  except  a  slight 
acceleration  of  the  heart. 

It  is  stated  that  in  animals  fatal  encephalitis  may  be  elicited  by 
salvarsan,  with  hcemorrhages  and  thrombosis  of  the  vessels;  the 
encephalitis  met  with  in  a  few  cases  hi  man  would  thus  appear  to  arise 
from  the  direct  action  of  the  drug. 

And  in  rabbits  large  doses  are  found  to  induce  ne])hritis>  which,  like 
that  induced  by  inorganic  arsenic,  arises  from  the  changes  in  the  general 
circulation  and  the  fall  in  blood-pressure  rather  than  from  direct  action 
on  the  kidney.    It  has  also  been  shown  (Alwens)  that  when  the  tricuspid 
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valves  of  the  heart  have  been  injured  in  animals,  they  can  be  poisoned 
by  smaller  quantities  of  salvai^n  than  usual^and  this  has  been  attributed 
to  the  drug  acting  more  strongly  on  the  congested  abdominal  organs, 
especially  the  liver.  Neosalvarsan  has  much  less  tendency  to  induce 
nephritis  than  salvarsan. 

Salvarsaa  appears  to  have  the  same  effect  in  accelerating  the  forma- 
tion of  red-blood  cells  as  is  possessed  by  the  inorganic  arsenic  prepara- 
tions. 

Salvarsan  is  found  to  destroy  cultures  of  spirochete  in  the  test-tube 
only  in  a  concentration  of  about  one  in  lOOOi  but  its  activity  is  greatly 
enhanced  when  it  is  digested  with  tissues;  these  presumably  form 
inorganic  arsenic  compounds  which  are  30-40  times  as  toxic  to  the 
parasites. 

Wben  salvarsan  is  injected  intravenously,  the  arsenic  is  found 
attached  to  the  proteins  of  the  plasma  and  blood  cells  and  this 
combination  persists  in  the  blood  after  all  the  free  salvarsan  has  been 
eliminated. 

ExcretLon. — I'he  intramuscular  or  subcutaneous  injection  of  salvarsan 
is  followed  by  the  appearance  of  arsenic  in  the  urine  and  in  smaller 
quantities  in  the  stools;  it  generally  disappears  from  the  urine  in  10-14 
days  while  it  may  be  found  in  the  stools  longer,  but  the  duration  depends 
on  the  extent  to  which  it  forms  a  local  deposit  in  the  muscles;  it  does 
not  appear  that  an>'  salvarsan  is  excreted  unchanged  in  the  urine  after 
the  intramuscular  injection.  When  it  is  injected  intravenously,  sal- 
varsan appears  unchanged  in  the  urine  in  5-10  minutes  and  persists 
in  this  form  for  5-0  hours;  thereafter  arsenic  is  found  in  the  urine  for 
some  days,  apparently  in  the  form  of  arsenites  and  arsenates.  It 
is  excreted  in  the  stools  in  smaller  proportions  than  tn  the  urine,  but 
for  a  longer  time.  It  disappears  from  the  blood  at  about  the  same  time 
as  from  the  excretions,  but  may  be  found  in  the  liver,  bone-marrow 
and  kidney  rather  later;  an  arsenic  reaction  may  be  obtained  from 
the  liver  and  marrow  as  late  as  ten  days  after  the  intravenous  injection 
in  animals,  but  no  arsenic  is  to  be  found  in  any  of  the  organs  after  15 
days> 

It  would  thus  appear  that  after  its  intravenous  injection  some  sal- 
varsan may  be  excreted  in  the  urine  unchanged »  but  after  some  hours 
inorganic  arsenic  compounds  take  its  place  and  persist  for  several 
days.  Arsenic  corresponding  to  50-75  per  cent,  of  that  injected  has 
been  regained  from  the  urine;  the  fate  of  the  remaining  25  per  cent, 
is  unknown,  Some  appears  to  be  stored  in  the  liver  and  bone  marrow 
temporarily.  Arsenic  is  not  found  in  the  cerebrospinal  fluid  after  the 
intravenous  injection  of  salvarsan. 

After  the  injection  of  neosalvarsan,  formaldehyde  appears  in  the 
urine  from  the  decomposition  of  the  molecule,  but  this  disappears  in 
a  few  hours;  the  excretion  of  neosalvarsan  otherwise  resembles  that  of 
salvarsan, 

Salvarsai*,    diRmiijo-dihydrojcvl-arsenobeiisene    hydrochloride,  HClNHj- 
OHC*H,As  =  AsCtHiOHNUiliCl+SHA  is  a  yellow,  co'stalline  powder  cotitain- 
S9 
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Ing  31,5  per  cent,  of  arsemc  metal  and  readily  oxidising  in  the  air;  it  is  accord 
ing\y  kept  in  vacuum  tubes.  It  is  readily  soluble  in  water  with  an  acid  reaction. 
Dose,  O.S-O^e  G,  (5-9  gra  )  by  intravenous  or  intramuacular  injection.  The 
salv^ar^Ti  tube  should  not  be  opened  until  required.  The  contents  are  dissolved 
in  sterilised  saline  (0.9  per  cent.)  and  neutralized  to  litmus  with  normal  caustic 
Goda  solution  (0<I  c.c.  of  nornial  NaUO  is  required  for  each  0.1  G.  of  salvarean); 
a  precipitate  is  formed  which  redissolves  on  shaking.  The  solution  should  be 
very  dilute  for  intravenous  injection,  at  least  300  c.c.  being  tised  for  0.6  G. 
salvarsan  and  more  commonly  500  c.c.  or  more.  Great  care  must  be  taken  that 
the  solution  is  not  injected  into  the  tissues  around  the  vein  as  it  causey  intense 
pain  and  induration, 

Salvarsan  is  seldom  injected  into  the  muscles  now  as  it  causes  ^at  pain  and 
is  often  deposited  locally;  when  thiB  method  is  used  a  strong  solution  C6-10  c.c,} 
is  neutralised  and  is  not  diluted  as  for  intravenous  use. 

Neosalvarsan,  NH,OHC.HiAs  =  AaCeHjOHNHCH,0S0Na,  is  a  yellow 
cr>'8talline  powder  re^idily  oxidizing  when  exposed  to  the  air  and  soluble  in 
water  with  a  neutral  reaction;  along  with  the  arsenical  compound  it  cont&ina 
some  inoi^anic  sodium  salts  so  that  three  parts  of  neosalvaraan  are  equivalent 
to  two  parts  of  salvarsan,  Dose,  0.3-0.9  G.  (5-15  grs.)  by  intravenous  or  intra- 
muscular injection.  The  contents  of  a  new^ly  opened  tube  are  dissolved  in 
25  c.c.  freshly  distilled  water  for  each  0.15  p*  neosalvarsan,  and  injected;  the 
solution  is  neutral  in  reaction  and  thus  requires  no  addition  of  alkali  aa  m  the 
ca^e  of  salvarsan. 

Salvarsan  and  neosalvarsan  tend  to  oxidize  very  rapidly  in  the  air  with  the 
formation  of  the  poisonous  paramidophenolarsenic  oxide.  They  must  be  used 
immediately  aft^r  solution  and  the  solution  should  be  made  with  freshly  dis- 
tilled wuUiv, 

Therapeutic  Usea. — Salvarsan  was  intrtxiuced  by  Ehrlich  for  the 
treatment  of  s^^ihilis  and  has  been  succeeded  by  neosalvarsan,  wliich 
has  the  advantage  of  being  available  with  less  manipulation  and  thus 
promises  to  replace  the  mother  substance.  At  first  it  was  hoped  that  a 
single  injection  of  salvarsan  would  suffice  to  destroy  the  spirocheete 
of  syphilis  and  realise  the  ideal  of  complete  sterilization  of  the  tissues 
as  far  as  the  virus  of  tbis  disease  was  concerned.  And  although  this 
hope  has  not  been  entirely  fulfilledt  the  introciuction  of  these  arsenical 
compounds  in  the  treatment  of  si'philis  is  a  very  important  advance 
in  medicine.  Very  frequently  a  single  injection  of  salvarsan  frees  the 
blood  from  parasites  within  a  few  hours,  and  the  Wasseruiann  reactioD, 
which  is  specific  for  sj-philis,  disappears;  in  a  certain  number  of  cases 
the  disease  is  healed,  but  in  others  the  reaction  returns.  Some  weeks 
or  months  later  the  spirochsetes  can  be  found  again  and  symptoms 
of  secondary  syphilis  begin  to  appear.  The  first  injection  suffic'es  to 
destroy  the  great  mass  of  parasites*  but  a  few  sur\  i^  e  and  reinfect  the 
tissues.  The  same  tolerance  de\'elop3  as  has  already  been  discussed 
under  the  atoxyl  treatment  of  trv'panosomiasis,  in  which  it  was  first 
observed.  This  acquired  tolerance  for  salvarsan  has  been  demon- 
strated in  cultures  of  the  spir<x:ha  te,  which  after  treatment  w  ith  inereaS' 
ing  amounts  for  some  weeks  finally  survived  a  concentration  five  times 
as  great  as  that  which  proved  fatal  to  controb. 

It  b  now  adxised  therefore  that  salvarsan  or  neosalvarsan  should  be 
injected  repeatedly  at  intervals  of  one  or  two  weeks,  and  that  vigonMis 
mercurial  treatment  should  be  initiated  unmediately  after  the  first 
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salvarsan  injection  and  carried  out  as  was  customary  before  these  new 
arsenicab  wvrt  introcliic?ed.  Tlie  treatment  with  arsenic  comjiounrls 
and  mercury  should  be  instituted  as  soon  as  the  diagnosis  is  made,  as  the 
action  of  these  specifics  is  much  more  efficient  when  the  in^^asion  of  the 
parasites  is  only  beginning  and  before  they  ha'\'e  reached  inaccessible 
positions  in  the  tissues.  In  the  later  stages,  salvarsan  is  also  very  valu- 
able, but  when  the  parasites  are  distributed  in  the  central  nervous 
system  it  appears  to  be  unable  to  reach  them,  and  while  tliose  in  the 
blood  and  organs  may  be  destroyed,  the  symptoms  of  nervous  sclerosis 
often  show  little  improvement;  even  in  liiese  nenous  (parasyphilitic) 
affections  the  process  seems  to  be  arrested  or  retarded  in  some  cases, 
howe\'er. 

Salvarsan  differs  from  mercury  in  s>T>hilis  in  Its  greater  rapidity; 
the  parasites  disappear  after  mercury  treatment  just  as  after  salvarsan, 
but  a  sterilizing  concentration  of  mercury  can  be  reached  only  after 
several  days,  and  frequently  entails  more  or  less  pronounced  symptoms 
of  mercnrialism.  The  intravenous  injection  of  salvarsan  on  the  other 
hand  acts  within  a  few  hours,  but  most  of  the  drug  is  excreted  within 
three  days,  and  the  survlvijig  parasites  multiply  unrestrained.  When 
salvarsan  and  mercury  are  used  together,  the  immediate  action  of  the 
one  is  obtained  and  is  reinforced  by  the  slower  and  prolonged  action 
of  the  other.  In  addition,  it  seems  likely  that  some  parasites  escape 
owing  to  their  being  only  slightly  susceptible  to  salvarsan  {see  p.  005), 
hut  the  chances  are  small  that  the  same  individuals  have  a  low  suscepti- 
bility to  salvarsan  and  also  to  mercury.  The  combined  treatment  with 
arsenic  and  mercury  may  thus  be  justified  by  theoretical  considerations, 
and  has  been  abundantly  supported  by  clinical  experience  in  the  last 
few  years, 

Salvarsan  is  now  used  almost  exclusively  by  intravenous  injection,  but 
there  is  some  tendency  to  recur  to  the  intramuscular  use  in  tiie  case 
of  neosalvarsan,  though  it  is  unlikely  that  this  will  prove  as  efficient. 

In  the  treatment  of  several  other  protozoal  diseases^  salvarsan  lias 
proved  as  successful  as  in  that  of  syphilis.  Thus  in  framboesia  (yaws), 
recurrent  fe\  er,  and  Vincent's  angina,  it  is  remarlcably  efficientt  and  in 
sptrillosis  of  the  lower  animals  an  equal  succ^ess  has  followefl  its  use, 
In  malaria  salvarsan  is  inferior  to  quinine,  and  in  sleeping  sickness  it 
appears  to  be  less  useful  than  atoxyL  Neosalvarsan  has  been  applied 
locally  in  2  per  cent,  solution  in  syphilitic  keratitis  and  in  spirillar 
diseases  of  the  mouth  and  teeth »  with  good  results. 

In  a  number  of  diseases  in  which  iiiorganic  arsenic  has  previously 
been  used,  salvarsan  has  been  given  as  a  substitute;  thus  pernicious 
anteniia,  rheumatism  and  various  skin  diseases  have  been  treated  with 
it,  but  the  results  do  not  seem  better  than  those  obtained  from  the  older 
arsenical  preparations. 

In  cases  of  emaciation  and  malnutrition,  the  organic  arsenic  prepa* 
rations  are  to  be  used  with  special  care  and  in  low  doBes,  and  in  disease 
of  the  heart,  vessels,  or  brain,  and  in  verj^  old  and  feeble  pei^ns  or  iJiose 
suffering  from  nephritis  or  diabetes,  salvarsan  should  not  l>e  employed 
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except  under  special  precautions.  In  such  cases  the  patient  should  be 
prepared  for  the  injection  as  if  for  an  operation  and  should  not  be 
allowed  to  resume  his  ordinary  occupation  for  several  days;  and  the 
doses  should  be  reduced  in  amount. 
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PART  III. 
THE  HEAVY  METALS. 


HEAVY  METALS. 

A  LARGE  number  of  important  drugs  belonging  to  the  chemical 
series  of  heavy  metals  resemble  each  other  so  closely  in  their  action  in 
living  organisms  that  they  may  be  readily  grouped  together  in  &  divi- 
sion of  the  pharmacological  system.  Some  authors  include  in  this 
series  arsenic  and  antimony,  but  the  former  presents  so  many  analogies 
to  phosphorus  in  its  effects  that  it  is  preferable  to  treat  it  apart  from  the 
heavy  metals.  Antimony  is  certainly  as  closely  related  to  arsenic  as  to 
this  group,  and  may  be  regarded  as  a  connecting  link  between  them. 

The  metals  as  such  do  not  induce  any  symptoms  except  from  their 
mechanical  properties.  Thus  mercury  may  be  swallowed  in  large 
quantities  without  causing  mercurial  poisoning,  and  sih  er  or  copper 
coins  are  equally  devoid  of  effect  as  poisons.  They  are  active  only 
when  they  are  capable  of  dissociation  into  ions  of  the  metal  or  of  an 
oxide.  Thus  potassium  ferrocyanide  does  not  cause  any  symptoms 
of  iron  poisoning  when  it  is  injected  into  a  vein,  because  the  iron  passes 
through  the  body  undissociatcd,  and  any  effects  are  due  to  the  ferro- 
cyanide ion  and  not  to  the  iron.  In  the  same  ^  ay  compounds  of  the 
metals  with  ethyl  and  methyl,  such  as  lead  triethyh  have  an  action 
quite  different  from  that  of  lead,  as  long  as  they  remain  undecomposed  in 
the  tissues,  but  eventually  induce  metallic  poisoning,  as  they  are  broken 
up  Into  bodies  from  which  the  lead  or  lead  oxide  ion  can  be  dbsociated. 

The  action  of  the  heavy  metals  consists  of  two  parts,  the  local  effects 
induced  at  the  point  of  application,  and  the  general  effects  which 
follow  the  absorption  of  the  poison  into  the  blood  and  tiisues.  Either 
of  these  may  be  produced  alone  by  suitable  preparations  and  modes  of 
administration,  and  they  are  to  be  regarded  as  entirely  independent 
of  each  other. 

The  Local  Action  of  the  heavy  metal  series  is  due  to  their  precipitating 
proteins  in  very  dilute  solutions;  the  natiire  of  this  action  is  not  quite 
established,  but  it  is  considered  by  most  authorities  that  no  true  chemical 
compound  between  the  metal  and  the  protein  is  formed,  but  that  the 
precipitate  is  of  the  nature  of  an  adsorption  complex.  Proteins  are  also 
thrown  out  of  solution  by  salts  of  the  alkalies  and  alkaline  earths,  but 
only  when  these  are  present  in  much  higher  concentration  than  is 
necessary  in  the  case  of  the  heavy  metals;  and  the  precipitate  formed 
by  the  salts  of  the  alkalies  is  reversible,  that  is,  it  can  be  redissolved 
by  the  addition  of  water. 
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WTien  a  salt  of  a  heavy  metal  is  added  to  a  solution  of  egg  albmniia, 
or  siitiilar  protein,  a  precipitate  h  formed  consisting  of  proteins  and  a 
variable  afnouut  of  the  metal  or  its  oxide,  while  free  acid  remains  in 
solution.  The  precipitate  is  insoluble  in  water  but  is  dissolved  by 
neutral  salts,  including  those  of  the  heavy  metals,  so  that  the  addi- 
tion of  more  metHallic  salt  may  redissolve  the  precipitate;  similarly  the 
addition  of  more  protein  solution  may  redissolve  the  precipitate  by 
increasing  the  supply  of  neutral  salts.  The  precipitate  contains  the 
metal  in  an  insoluble  form,  and  the  latter  may  be  detected  by  the 
ordinary  reactions;  thus  the  protein  precipitate  from  iron  salts  is 
blackened  by  ammonium  sulphide  in  the  same  way  as  ordinary  iron. 

On  subjecting  these  precipitates  to  certain  chemical  manipulations, 
however,  the  metal  seems  to  become  more  firmly  attached  to  the  protein, 
for  ammonium  sulphide  acts  on  it  much  more  slowly'.  The  metal  is 
then  said  to  be  masked,  because  its  presence  is  not  so  readily  detected 
as  in  ordinary  combinations.  Partially  masked  preparations  have  been 
formed  artificially,  but  in  the  body  the  process  is  carried  much  further, 
for  in  many  of  their  protein  compounds  the  metab  cannot  be  detected 
by  any  of  the  ordinary  tests,  however  long  the  reagents  may  remain  in 
contact  with  them,  and  their  presence  is  recx>gnized  only  when  the 
protein  is  destroyed  by  heat  or  other  similar  agencies. 

When  a  solution  of  a  metallic  salt  comes  in  contact  with  a  living 
tissue,  such  as  the  mucous  membrane  of  the  mouth  or  stomach,  the 
same  precipitation  of  protein  and  metal  occurs  and  the  acid  is  liberated; 
the  local  action  appears  to  be  determined  by  the  combined  effects  of 
these  factors.  The  more  completely  dissociated  the  ions  of  the 
salt  are,  the  more  rapid  is  the  reaction  with  protein,  and  tlie  more 
intense  the  local  action.  Thus  the  more  readily  ionized  inorganic 
salts  act  more  strongly  than  the  organic  ones,  which  are  slowly  disso- 
ciated, and  these  in  turn  are  more  liable  to  cause  marked  local  changes 
than  the  double  salts,  which  are  dissociated  witli  difficulty.*  The 
activity  of  the  acid  liberated  also  \'aries  with  the  extent  to  which  it  is 
dissociated  into  ions;  it  therefore  exercises  the  same  astringent  or 
corrosive  effects  as  if  it  had  been  applied  uncomhined,  but  its  action 
may  be  modified  by  the  presence  of  a  layer  of  precipitate  protecting  the 
surface.  Thus  when  a  weak  solution  of  lead  acetate  is  applied  to  a 
mucous  membrane,  a  precipitate  is  formed  in  the  proteins  lying  on  the 
surface,  anti  protects  Uie  cells  from  the  action  of  the  very  dilute  atretic 
acid  which  is  set  at  liberty-  If  a  stronger  solution  be  applied,  however, 
the  metallic  precipitate  extends  into  the  cell,  while  the  acetic  acid,  being 
more  concentrated,  exercises  some  irritant  action.  As  the  concentration 
increases,  the  deeper  parts  of  tiie  epithelial  cells  are  coagulated,  and  at  the 
same  time  the  acid  becomes  more  destructive,  so  that  eventually  the 
superficial  layer  of  the  epithelium  is  killed  and  the  deeper  layers  are 
attacked.  The  acetate  of  lead  may  thus  act  as  an  astringent,  covering 
a  mucous  surface  with  a  protecti\'e  pellicle  of  insoluble  precipitate, 
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or  as  an  irritant»  which  lEduces  an  increase  in  the  circulation  of  the 
partf  a  more  rapid  division  of  the  cells  and  an  effusion  of  liquid,  or  as  a 
corrosive,  involving  the  superficial  layer  of  cells,  and  sometimes  even 
the  deeper  ones,  in  its  destructive  effects. 

When  the  nitrate  of  lead  is  applied,  the  astringent  effect  is  much 
less  evident,  the  irritant  and  corrosive  more  marked,  because  tlie  salt 
is  more  readily  dissociated  and  the  reaction  is  therefore  more  rapid, 
and,  in  addition,  the  nitric  acid  is  much  more  corrosive  than  acetic 
acid.  The  same  metal  attached  to  different  acids  may  therefore  induce 
very  different  effects,  in  the  one  case  acting  chiefly  as  an  astringent, 
in  the  other  as  an  irritant  and  corrosive. 

The  character  of  tlie  metal  which  13  carried  down  in  the  precipitate 
also  influences  the  local  effect;  thus  mercury  is  intensely  poisonous  and 
destroys  the  cells  in  which  it  is  deposited,  while  lead  is  a  less  pow  erful 
poison  and  the  cells  may  recover  even  if  lead  has  been  deposited  on 
them. 

In  addition,  salts  which  have  a  very  strong  affinity  for  water  with- 
draw fluid  from  the  cells,  and  thus  act  more  strongly  on  them  than 
others  which  have  not  this  character;  for  example  dried  alum  is  much 
more  destructive  to  the  tissues  with  which  it  comes  in  contact  than 
alum  containing  its  ordinary  water  of  crystallization. 

The  different  metallic  salts  therefore  vary  in  their  local  action  within 
wide  limits — from  the  formation  of  nwldly  astringent  membranes  to 
the  production  of  widespread  necrosis  and  destruction  of  tissue. 

The  most  powerful  corrosive  salts  of  any  metal  are  those  which  arc 
most  rapidly  dissociated  into  ions,  that  is,  the  chlorides  and  nitrates, 
provided  the\'  are  soluble.  The  sulphates  are  much  less  irritant,  because 
they  are  less  readily  dissociated,  and  perhaps  because  the  sulphuric 
acid  may  fail  to  penetrate  the  cells  owing  to  its  being  less  volatile 
and  its  anion  having  less  permeating  power  than  that  of  hydrochloric 
or  nitric  acid,  (See  page  103.)  The  iodides  and  bromides  are  generally 
regarded  as  h^s  irritant  than  the  chlorides,  but  are  less  frequently  used 
and  less  well  known. 

The  least  corrosive  of  the  salts  of  the  metals  are  those  formed  with 
the  slowly  dissociated  organic  acids,  such  as  the  acetates,  tartrates  or 
citrates.  When  these  are  united  with  a  metal  which  in  itself  is  not  a 
very  active  poison,  such  as  lead,  they  are  ahnost  purely  astringent. 
On  the  other  hand,  the  acetate  of  silver  or  of  mercury  tends  to  be 
irritant  and  corrosive,  from  the  poisonous  action  of  these  metals  on 
the  tissues.  In  any  case,  the  acetates  are  less  irritant  than  the  corre- 
sponding chlorides  and  nitrates,  provided  these  are  equally  soluble. 

The  local  action  also  varies  in  the  same  salt  of  different  metals. 
Lead  is  the  most  astringent  of  the  metals  ordinarily  used  in  solution, 
while  mercur%  salts  ha\'e  little  or  no  astringent  action,  owing  to  their 
specific  poisonous  action  on  the  cells.  Iron  and  alum  approach  most 
nearly  to  lead,  then  copper,  zinc  and  silver,  and  at  a  longer  interval 
mercury  and  antimony. 

It  is  impossible  to  arrange  the  metallic  salts  as  either  astringents  or 
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*:iii'r:i:r  >r   r*::-  'li'-'iiri-r  ■:    ■  rTT^-r   zz..  -r^n  iHii  3UiZii£aae:%.  "liie 

kstr.r.^'pr.r.-  v-.rr.  i^Tiiii-:  n  :L  :tl-  ■• /.m- }i:r  -end  to  irriu-ze 

mil  ^rrr-i'.r  r,  a.",:*-  ::"^.r*::t:=".    -ii  n..--  :;;r=  -::c  -ne-  ts  je  :iie  .air 

..ii*  r.ir,ir  -.J.".-  me  i-Ti  rr=  "rrzuTK:  ■■. Titii  Tne  tissues, 
lail  jii"-*  xui-n  (?£=  -ri^-^T  -ur  T;tr.  •  r  -iirin  ir»!  siowi"  "zaken  up 
iiirt        "iier.  K  T-  Id  j7:ran:j  r  i£Tr-i:-:»='::TS. 

•uie  =i:r:.n-v^  v:iirn  -::e''  ir-  i::ri:t-:.  ^ht  "iic  jii<jiiibie  raits  or  rhe 
itiier  j;era..-.  ire  ^^-neraJ*"  is^t:!:::**:!':.  >  _=  difii:uit  'o  ietermine 
:irj'v  far  -,ie  -^-a.le?:  krTT^z::*^^!.?  icii  ~r  titt:""-;  u  tii.-h  jf  tiiese  insci-ibie 
jiih-=rir.re<  i  i:;r  "  :'■  pniui*  ii  f  fr*- :piTa:.^::.  im:  Jc^'  far  to  -iieir 
ii-iTir^  xer.ii/.ir.'i.l'  iri  ~r  r,*' ■■  ■--rnii'r     -tr  j"".ra~e.i  i'.irtat.-tjs.  but 

I:       mevi.  ^  irriie:  .2.  v.e  :<:r3i  ;r  1:1  *  uiriunmate.  '  zhaz  Is,  In  the 

or;:.er  ::'ii".!*;r 't^  f  m:  :'  r -r.^aziC'r.  '  i* : "ini-r-are  :r  .ead  Jiui  txic<£t 
xi»M..',  .1      -I"  jT-.i*;i:r.  ri:-:  -r^r  r  zit-rj'Lr         i£  m  irritant. 

":.t^.  :r-^'.::::--i-j:r_  rr;:  tize  iirr'Zi^fiiti  ::i'"':r  -rcl;."  riie  ?ur- 
rarft  .;s  v^i..-.  ~kz        ziemmzM  ::me:  ir.titjti       zarr  from 

r^*=^r..4."..'Ti.  i/.i'.  :ix  _rr-"'.i"»;c    izii  lii:^  ,e<=*?!:£  -.'onaestioc  and 

.r.r./i.*."..v..i" "  '.     "•  c'-r  I r=  zia.r.":d.~  :::a:  :ze  j-itrm^cti  '_x?r_tnn;t 
■  -r^-r  ■       -.7^  •  i. -j-r.  -.L"  "..'.tr'j'  '".a-i.  T  Ic^itf-  ?<?i.n;EioG  by  direut 
4.— ■  ■.        r-- 7--.  r   ^1.-  ■  .-  v.r-r*T  iTa^rci'^r::?  it*;  rj:c  satisfactorily 

Vi-t'-.r.  -.  *'■.:.-;.  *■        •.■.r.-  ^  '-^bdz  ■JT:-a:i«:c  L?  induced,  the 

rf.'.-  -.: '..-.r        ■  iT-r  rr.-rc  T-l;  ri'-^iy  Abaorbed-  Mer- 

r\r       '.^-i.:.  ::.  r\  t-y.  :.  -  r  -  -:.  i.-rr-  .r;  r-n  induce  general 

•.  .V.-.*-.;..  .v..:.-.    ;.•  i-:r.:i-i:i'ru.':i«:r-.   The  other  metals 

:..  r.:.  '..-r     j::-.v.j.r'  '.anal  for  ihe  mo?t 

Tr.  :-■>■;■.*.    -  .-.r  'Ktz.  -iiryuteii  whether  iron, 

rr,;!:  ^ '>  /:  '  ■;.:>:.-  r.-.-:*.^.-  ^tt  .-'.i.  ::ed  at  all.  bur  inveistiga- 

t[f.:.  .Th'^f:  i"::  tr.a:  Ln;.n  and  manganese 

pa  .  i'/^  'r.':       I*;-,  frorr;  r:.-  :r:i.t.  and  it  ?eem5  probable 

ihht  ;j  ;.:o;>ortiori  of  rr.  ,-.*.    :  r!.-  rlrd?  its  way  into  the 

Klo'/!.  ,\*  rffrj';  tiifj^;  tii'.-r^-  '.-  .--rti'.r.  :i.at  the  ^ai  proportion 
of  f/io.t,  of  t;.<:  a.'  t.iii-.  pasr>:s  thfo  -*::.  ■.r.Jsr.-'.r'  ed.  and  is  devoid  of  any 
f.ih-.f  t  i:jr*r:pi  ffoui  it.-.  Ival  aalor..  'I  r.^-  r'i.rLi  :n  which  the  metals  are 
h\iiit>r\»f<\  ir.  f^n'iu-  ijrikno\^n,  but  it  Is  i.oi  unlikely  that  they  are  taken 
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up  in  insoluble  forms  by  the  leucocytes  and  thus  carried  into  the  tissues. 
When  there  is  any  lesion  of  the  stomach  and  intestincj  and  particularly 
when  the  salt  induces  irritation  and  congestion  itself,  much  more  of  the 
metal  is  taken  up  than  by  the  normal  epithelium.  But  even  in  the  most 
'avorable  circumstances  little  of  the  metal  is  absorbed,  and  in  acute 
poisoning  the  symptoms  arise  from  the  local  irritation  and  corrosion 
and  only  to  a  smaller  extent  from  the  general  action  of  the  metal. 

If  the  absorption  of  the  metals  is  slow,  their  Excretion  progresses 
even  more  gradually,  and  repeated  administration  leads  to  their  ac- 
cumulation in  the  tissues  and  thus  to  intoxication.  The  metal  seems 
to  leave  the  blood  very  rapidly,  and  to  become  stored  up  in  various 
organs,  chie%  the  liver,  to  a  less  extent  the  spleen,  kidney,  and  bone 
marrow*  While  some  of  the  metal  is  deposited  in  the  Hver  and  other 
organs,  another  part  is  excreted,  foi  the  most  part  along  the  alimentary 
tract.  Thus  it  is  found  in  the  saliva  and  the  secretions  of  the  stomach 
and  small  intestine  and^  to  a  much  larger  extent,  in  the  evecum  and 
in  the  large  bowel;  in  some  cases  the  excretion  is  limited  to  the  large 
bowel,  a  strict  line  of  demarcation  being  formed  by  the  ileo-ccecal  valve. 
A  comparatively  small  amount  escafjcs  with  the  urine.  Some  metals 
have  been  detected  in  \  erj^  smalt  quantity  in  the  milk,  and  there  is 
reason  to  suppose  tliat  traces  are  eliminated  by  the  other  cutaneous 
secretions. 

The  General  Action  of  the  heavy  metals  in  man  is  often  elicited 
only  by  their  prolonged  ingestion,  but  it  has  been  studied  in  animah 
by  the  intravenous  or  subcutaneous  injection  of  such  preparations  as  the 
double  salts,  which  do  not  precipitate  the  proteins  and  slowly  liberate 
the  metal  or  its  oxide.  The  ordinary  salts  cannot  be  used,  because  the 
precipitated  albumin  of  the  bjood  causes  embolism,  and  this  obscures 
the  symptoms.  The  symptoms  of  acute  metallic  poisoning  elicited  thus 
in  animals  generally  resemble  fairly  closely  those  of  chrome  poisoning 
in  man. 

Even  when  the  heavy  metals  are  injected  into  the  blood  in  consider- 
able quantity,  the  sjTnptoms  are  often  late  in  appearing,  in  the  case  of 
aluminium  only  after  several  days,  so  that  the  slowness  of  the  absorp- 
tion from  the  intestine  Is  not  the  only  factor  in  the  delay  in  the  onset 
of  the  intoxication. 

The  general  symptoms  of  metallic  poisoning,  as  dbtinguished  from 
those  due  to  the  local  action  at  tlie  point  of  application,  arise  chiefly 
from  the  central  nenous  system,  and  from  the  excretory  passages^ — 
the  alimentar)'  canal  and  the  kidney.  Metallic  poisoning  always 
induces  disturbance  of  the  Stomach  and  Intestine,  manifested  by  loss  of 
pi>etite,  pain  and  discomfort  in  the  abdomen,  nausea,  vomiting,  and 
purging.  In  some  cases  no  lesion  of  the  canal  is  obser\  ed  post  mortem, 
but  in  the  great  majority  congestion  and  swelling  of  the  mucous  mem- 
branes of  the  stomach  and  intestine  b  seen,  or  the  whole  surface  may  be 
covered  by  a  diphtheritic  membrane  composed  of  necrosed  cells  and 
inflammatory  exudate.  Beneath  this,  hieinorrhages  occur»  and  if  the 
animal  live  long  enough,  ulcers  are  formed,  so  that  the  whole  condition 
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can  scarcely  be  distinguished  from  that  of  dysentery.  Some  metals 
act  strongly  on  the  mouth  and  induce  reflex  salivation,  which  is  one  of 
the  earliest  features  of  mercurj'  poisoning.  The  lining  membrane  of  the 
mouth  becomes  congested  and  inflamed^  and  numerous  shallow  ulcers 
are  formed  in  it. 

The  heavy  metals  thus  seem  to  have  a  specific  action  along  the 
alimentary'  tract  quite  independent  of  the  local  action  induced  when 
they  are  avialJowed^  and  apparently  arising  from  their  excretion  along 
it.  One  or  two  metals^  notably  lead,  cause  constipation  and  colic  when 
they  are  absorbed  into  tlte  bloodj  but  under  certain  circumstances  they 
too  induce  purgation* 

Another  organ  which  suffers  from  the  circulation  of  metals  in  the 
blood  IS  the  Eidne;^  Comparatively  little  of  the  metal  is  excreted  in 
the  urine,  but  it  is  foimd  that  most  of  this  class  act  £ts  diuretics  in 
small  quantities.  Somewhat  larger  doses  irritate  the  renal  epithelium, 
and  albumin  appears  in  tlie  urine,  along  with  casts,  and,  in  severe 
cases,  blood  cells  and  haemoglobin.  If  this  irritation  of  the  secretory' 
cells  be  long  continued,  it  sets  up  a  secondary'  inflammation  of  the 
interstitial  tissue,  and  cirrhosis  of  the  kidney  results. 

The  CirculatSon  is  differently  affected  by  different  metals.  The 
heart  b  often  weakened  only  in  the  last  stages,  and  it  is  impossible  to 
determine  how  far  its  failure  is  due  to  direct  action,  and  how  far  to 
the  disorder  of  the  nutrition.  The  blood-pressure  invariably  falls 
toward  the  fatal  issue  of  the  intoxication,  and  as  a  general  rule,  a 
slow  fall  in  obser\ed  from  the  beginning.  This  fall  in  blood-pressure 
may  doubtless  be  induced  by  different  factors  in  the  different  forms 
of  intoxication,  but  there  is  no  question  that  it  is  partly  due  to  the 
dilatation  of  the  vessels  of  the  intestines  and  stomach  from  the  inflam- 
mation of  these  organs.  In  acute  general  poisoning  in  animals,  many 
of  the  metals  cause  a  great  fall  of  blood^pressure,  which  has  been  ascribed 
to  their  paralyzing  the  walls  of  the  smaller  arterioles  and  capillaries. 

The  general  malnutrition  from  the  gastro-intestinal  action  renders  it 
impossible  to  determine  whether  the  metals  alter  the  metabo!ism  of  the 
body  through  directly  affecting  the  cells,  but  it  is  not  improbable  that 
this  is  the  case^  for  the  loss  of  weight  is  often  too  rapid  to  be  explained 
by  the  3tar\^ation  alone. 

The  Central  Nervous  System  is  always  affected  more  or  less  by  the 
presence  of  the  metals  in  the  blood.  As  a  general  rule,  the  symptoms 
are  a  mixture  of  those  of  stimulation  of  certain  divisions  with  those  of 
paralysis  of  others.  Several  metals  induce  disturbance  of  the  psychical 
centres,  manifested  in  delirium,  hallucinations  and  mania,  or  Ln  stupor 
and  coma.  Convulsions  of  all  forms  indicate  that  the  motor  areas  of 
the  brain,  the  basal  ganglia  and  the  spinal  cord  are  affected;  thus 
epileptiform  convidsions,  chorea,  clonic  and  tonic  spasms  occur  from 
metallic  poisoning.  In  several  instances  actual  lesions  of  the  brain  cells 
have  been  shown  to  be  caused  by  the  ingestion  of  the  metals.  They 
often  cause  general  weakness,  or  paresis  of  certain  groups  of  muscles, 
and  in  addition  to  their  specific  action  on  the  nervous  centres,  they  may 
induce  peripheral  neuritis  (lead). 


Therapeutic  Uses. — In  therapeutics  only  mercury  and  iron  are  largely 
employed  for  their  effects  after  absorption,  while  the  others  have  a 
more  or  less  extensive  use  for  their  local  effects  as  astringents,  irritants, 
caustics  OF  styptics.  Iron  is  not  prescribed  for  its  general  action  on 
the  organs,  but  to  supply  the  place  of  food-irons  in  the  formation  of 
haemoglobin.  Mercury  is  used  for  its  specific  effect  in  s^philis^  and  &onae 
of  its  preparations  have  been  advised  as  diuretics.  Not  infrequently 
the  local  action  of  the  heavy  metals  is  supposed  to  be  induced  after 
absorption^  and  prescriptions  are  met  with  conta.ining  lead  or  iron  which 
are  intended  to  stay  hien^orrhage  from  the  lungs  or  from  the  kidneys. 
It  ought  to  be  recognized,  however^  that  lead  or  iron  is  absorbed  oidy 
in  minute  quantities,  and  that  they  have  no  predilection  for  the  bleeding 
points.  If  they  were  capable  of  coagulating  the  blood  after  abson^tion, 
and  thus  stopping  hiemorrhage,  they  would  certainJy  do  so  in  the 
portal  circulation  and  would  not  be  carried  to  the  lungs  or  kidney  before 
they  acted.  As  a  matter  of  fact,  however,  they  never  reach  the  blood 
except  in  forms  in  which  they  have  no  astringent  or  stj^tic  action. 

Many  of  the  metallic  salts  are  powerful  disinfectants,  partly  no 
doubt  from  their  coagulating  the  proteins  of  the  microbes,  but  also 
from  a  specific  poisonous  action  on  them,  which  is  quite  distinct  from 
their  precipitating  action.  As  a  general  rule  the  disinfectant  power 
varies  with  the  degree  of  dissociation  of  the  salt,  that  is,  with  the 
number  of  metallic  ions  present  in  the  solutions,  although  the  undisso- 
ciated  molecule  also  seems  to  have  some  influence,  and  a  salt  which  is 
dissociated  with  difficulty  may  in  some  instances  make  up  for  this 
drawback  by  the  more  intense  toxicity  of  the  metal,  ^  The  most  widely 
used  metallic  antiseptics  are  the  mercurial  salts,  in  particular  the 
perchloride.  but  silver  is  used  as  a  disinfectant  in  some  diseases  and 
copper  has  been  suggested. 

Almost  incredibly  small  quantities  of  some  of  the  metals  have  been 
found  to  be  rapidly  fatal  to  some  of  ttie  algw,  the  bacteria,  and  the 
infusoria.  Thus  one  part  of  the  perchioride  of  mercury  in  one  million 
parts  of  water  kills  spirogyra,  one  of  the  simpler  algae,  and  water  dis- 
tilled from  copper  vessels  or  in  which  small  pieces  of  copper  foil  have 
been  suspended*  is  rapidly  destructive  to  nmny  lower  organisms.  Silver 
is  less  acti\  e  and  lead  still  less  so.  The  amount  of  copper  in  the  solution 
is  too  small  to  \ye  recognized  by  any  chemical  test.  These  results,  w  hich 
were  first  obtained  by  Naegeli,  and  which  have  been  confirmed  by  other 
obser\^ers  besides  Israel  and  KUngmann,  indicate  that  certain  lower 
organisms  are  much  more  sensitive  to  the  action  of  copper,  and  probably 
of  other  metals,  than  the  more  liighiy  organized  plants  and  animals* 
Fiurther  examination  of  tlieir  effects  as  disinfectants  in  medicine  and 
surgery  is  certainly  desirable.  Other  curious  effects  on  the  growth  of 
bacteria  have  been  observed  by  Bolton  and  BrowTi,*  who  found  that  a 
piece  of  metal  placed  on  a  culture  of  microbes  in  gelatin  causes  curious 

^  KrCnig      P^xd.    Zudir.  f.  Hyfiieiie,  xxv,  p.  1. 

1  Imrad  u.  Ktinonumn,    Virchows  Arch.,  cxlvii,  p.  303. 

"  TmuftetionB  of  the  Amoc,  of  Amer.  Pbysici&Dfl,  xii,  p«  iS9, 
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altematitig  zones  of  intense  growth  and  of  sterility-  These  observa- 
tions have  recently  been  extended  by  Thiele  and  Wolff, ^  who  state 
that  siher^  mercury,  or  copper  plates  prevent  the  growth  of  microbes 
owing  to  minute  traces  of  these  metals  being  dissolved  in  tlie  medium. 
Several  other  heavy  metals — iron,  lead,  zinc,  tin,  gold,  platinum  and 
aluininum^pro\'cd  devoid  of  action.  A  practical  apphcation  of  this 
bactericidal  action  of  the  metals  has  been  made  by  the  introduction  of 
solutions  of  coiloid  forms  of  silver  and  mercury  as  antiseptics.  Some 
of  these  colloid  metals  have  proved  destructive  to  simple  organisms  in 
extremely  dilute  solution,  while  in  more  concentrated  forms  they  are 
inferior  to  the  ordinary  salts  of  the  metals;  there  is  every  reason  to 
believe  that  these  colloid  fornis  like  the  ordinary  pure  metals  have  no 
action  until  tlicy  are  changed  to  dissociable  salts,  which  exert  their 
usual  effects  in  the  tissues. 

I.  ANTIMONY. 

The  preparations  of  antimony  played  a  much  more  important  r61e 
in  therapeutics  in  the  earlier  part  of  last  century  than  at  the  present 
time.  In  many  respects  they  resemble  arsenic  in  their  effects,  and 
may  be  looked  upon  as  forming  a  link  between  it  and  the  salts  of  the 
other  heavy  metals.  The  salt  most  commonly  used  is  iarfar  emetic, 
or  the  double  tartrate  of  antimony  and  potassium  (K(Sb0)C4H4OB). 
The  effects  of  this  salt  were  at  one  time  believed  to  be  due  in  part  to 
the  potassium^  but  have  been  showTi  to  be  those  of  the  antimony  alone. 
As  a  double  salt  it  is  not  readily  dissociated  and  is  therefore  not  so 
corrosive  as  the  chloride,  which  is  a  powerful  caustic  when  applied  to 
the  skin  or  the  mucous  membranes. 

When  rubbed  on  the  Skin,  how^ever,  tartar  emetic  causes  redness, 
and  a  papular  eruption,  which  later  passes  into  vesicles  and  pustules. 
If  the  application  be  further  persisted  in,  these  pustules  may  become 
confluent  and  form  small  abscesses,  and  later  cause  extensive  necrosis 
and  ulceration  of  the  skin.  The  points  of  origin  of  the  papules  are 
the  openings  of  the  cutaneous  glands  and  the  hair  folHcles.  When 
injected  hypodermically,  tartar  emetic  causes  intense  and  lasting  pain, 
and  very  often  suppuration  and  sloughing,  which  may  involve  the 
underlying  muscles. 

Symptoms. — Tartar  emetic  has  a  slight,  acrid  taste,  and  in  very  small 
quantities  causes  no  symptoms,  except  some  perspiration.  In  somewhat 
larger  doses  its  ingestion  is  followed  by  nausea  and  vomiting,  with 
very  marked  depression  and  the  usual  accompaniments  of  emeais,  such 
as  salivation,  profuse  perspiration  and  acceleration  of  the  pulse  (see 
Apomorphine,  page  435).  In  antimonial  poisoning  the  vomiting  is 
violent  and  continuous,  the  ordinary  contents  of  the  stomach  being 
first  evacuated,  and  then  a  slimy  mucous  fluid,  which  may  later  contain 
blood.  In  some  ca^ed  it  is  said  that  no  gastric  symptoms  are  observed, 

AiHsb.  Hygierie,  Kxxiv,  p.  43,  Fort  and  Affffazotii.  Biochem.  Ztoobr.,  xix  Moore 
and  tlauik.^   Biochem.  Joum,.  tii,  P>  313. 
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but  these  must  be  exceedingly  rare-  The  vomiting  is  accompanied 
by  profuse  watery  diarrhoea,  resembling  that  of  arsenical  poisoning, 
and  by  great  muscular  weakness  and  collapse.  The  pulse  may  be 
somewhat  accelerated  at  first,  but  is  weak,  and  later  becomes  slow  and 
irregular.  The  skin  is  cold  and  covered  with  clammy  perspiration, 
and  cyanosis  of  the  face  and  extremities  is  generally  marked*  The 
respiration  is  slow  and  may  be  irregular,  the  voice  weak  and  husky, 
the  temperature  is  depressed)  and  the  patient  falls  into  a  comatose  con- 
dition, which  deepeas,  until  after  a  few  weak  convulsive  movements  the 
respiration  ceases.  The  urine  is  sometimes  increased  in  the  beginning 
of  the  poisoning,  but  later  nuiy  become  scanty  or  entirely  suppressed. 
It  often  contains  albumin. 

The  minimum  fatal  dose  of  tartar  emetic  is  doubtful^  as  the  greater 
part  of  the  poison  is  generally  removed  by  \'omiting.  Recovery  has 
been  observed  after  very  large  quantities,  while  in  other  cases  0*1  G. 
(2  grs-)  has  proved  fatal. 

Chronic  antimonial  poboniJig  is  very  rare  and  difficult  to  diagnose.  The 
symptoms  are  depression,  headache,  giddiness  and  confusion,  drowsiness  and 
mdistitict  sight.  The  appetite  is  bad,  and  the  patient  compkina  of  heaviness, 
discomfort  or  paiu  in  the  region  of  the  slomacb,  general  weakn^  and  exhaus- 
tion. Profuse  diarrhoea  may  be  present,  rapid  loss  of  flesh,  albuminuria,  and 
fiiuilly  coUapse.  Pustular  eruptions  have  been  observed  from  the  prolonged 
internal  use  of  tartar  emetic.  There  is  some  reason  to  suppose  that  printers 
occasionally  suffer  from  antimony  poisoning  arising  from  ihe  presence  of  anti- 
mony in  the  types. 

Action. — Many  of  the  symptoms  of  antimonial  poisoning,  the  profuse 
perspiration,  salivation  and,  to  some  extent  at  least,  the  collapse, 
are  manifestly  secondary  to  the  Emetic  Action^  and  the  cause  of  the 
vomiting  has,  accordingly,  been  repeatedly  investigated.  The  older 
writers  regarded  it  as  arising  from  some  central  action,  but  there  can 
be  no  question  that  It  is  the  result  of  local  irritation  of  the  stomach; 
small  quantities  cause  vomiting  without  any  obvious  lesion,  but  larger 
doses  induce  hjper^mia  and  swelling  of  the  gastric  mucous  membrane. 
Large  quantities  of  antimony  injected  intravenously  or  subcutaneously 
also  cause  vomiting  and  purging,  from  the  metal  being  excreted  into  the 
stomach  and  bowel  and  thus  causing  irritation;  but  much  smaller 
quantities  suffice  to  cause  vomiting  when  given  by  the  mouth. 

In  the  stomach  the  antimony  is  slowly  dissociated  from  the  double 
salt  and  acts  as  an  irritant;  this  liberation  of  the  antimony  ion  may  be 
oitled  by  the  acid  reaction, but  it  also  occurs  when  the  reaction  is  rendered 
neutral,  and  in  the  intestine  and  skin  where  the  reaction  is  not  acid. 
It  is  more  irritant  than  arsenic  and  is  absorbed  more  slowly^  so  that  its 
action  remains  confined  to  the  stomach,  and  as  the  vomiting  removes 
much  the  greater  part  of  the  poison,  the  intestine  remains  unharmed 
except  ^H'hen  large  quantities  have  been  swallowed  and  the  emesis  is 
from  any  cause  insufficient^  In  chronic  poisoning  ulceration  of  the 
small  intestine  is  said  to  occur,  especially  around  the  solitary  follicles 
and  Feyer's  patches. 
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The  acceleration  of  the  Poiaa  seen  after  tartar  ernetk  la  due  to  the  emetic 
action  and  not  to  the  absorptioQ  of  the  druff.  Whtjn  injected  iuto  a  vein  in 
animals,  antimony  acts  directly  on  the  cardiac  musrle  and  causes  a  slow  and 
weak  pulse,  allhou^h  this  is  preceded  in  some  pases  by  slight  ftcceieration. 

The  Blood-prcBBttTV  falls  throughout  the  experiment,  partly  owing  to  the 
weakness  of  the  heartj  but  cliiefly  owing  to  an  action  on  the  vaacular  mech- 
atiism  similiir  to  that  desi-ribed  under  arsenic. 

The  K«iipirAtion  is  often  slightly  aeeelprated  at  first,  and  may  be  shallow 
and  irregular  froiu  the  nausea;  but  in  caaoa  of  poisoning  it  becomes  slow  and 
labored,  and  e\*ent,ufllly  ceaj^es  along  with  the  heart.  Marked  congestion  and 
oedetim  of  the  TuogB  is  often  found  m  fatal  poisoning. 

The  Central  Nerroua  System  is  depressed  by  antimony  in  the  froj;,  while 
its  effects  in  mammals  are  more  obscure,  for  it  is  impossible  to  ascertain  how  far 
the  changes  are  due  to  direct  action  and  how  far  they  are  attributable  to  the 
disturbauue  of  the  circulation  and  the  alimentary  canal.  There  is  reason  to 
believe,  however,  that  the  poiaon  depresses  to  some  extent  the  nerve  cells  here 
also.  According  to  SehalTerp  the  cellaof  the  spinal  cord  undergo  a  degeneration 
marked  b^'  the  disappearance  of  the  chromatin  in  chronic  antimonial  poisoning. 

Tlie  Depreasion  and  Collapse  of  antimony  poisoning  are  caused  by  the 
gastric  effects  and  the  slowed  circulation  actmg  on  the  central  nervous  system^ 
and  not,  as  is  sometimes  stated,  by  the  peripheral  nerves  and  muscles  being 
affected,  Tlie  voluntarj^  muscular  tissue  is  undoubtedly  weakened  to  some 
extent  in  the  frog,  hut  only  after  large  doses  and  at  a  late  stage.  The  moscles 
then  contract  somewhat  more  weakly  than  normally,  and  are  more  readily 
fatigued. 

Many  of  the  Becretloiu  are  increased  by  tartar  emetiCj  such  as  the  perspi- 
ratioD,  the  sahva  and  the  mucous  secretion  of  the  respiratory  tract.  This  is 
not  due  to  any  direct  action  on  the  glandsj  for  the  same  effect  is  induced  by 
anything  which  caused  vomiting.  (See  Apomorphine,  page  435).  The  urine 
is  sometimes  increased  by  antimony,  at  other  tunes  it  is  diminished  or  sup- 
pressed. Tliia  indicates  that  anUmony^  like  most  of  the  heavy  rnetals,  irritates 
the  kidneys  and  thus  increases  their  activity  in  small  doses,  while  larger  amounts 
cause  inflammation  and  albuminuria  or  anuria;  acute  nephritis  with  haemor- 
rhages is  often  found  in  fatal  poisoning. 

The  irritant  action  of  tartar  emetic  on  the  SMn  when  it  is  applied  to  it  in 
ointment  arises  from  the  liberation  of  the  antimony  from  the  double  salt; 
this  apparently  fails  to  penetrate  through  the  horny  epidermat  layer  and  thus 
only  causes  irritation  where  it  reaches  the  unprotected  hving  cells  at  the  mouths 
of  the  glands.  The  i[iflammation  thus  occurs  at  discrete  points  which  may 
suppurate  and  form  pustules. 

Antimony  is  much  lesa  poisonous  than  arsenic  to  most  of  the  protozoa,  but 
is  found  to  possess  the  same  extraordinary  affinity  for  certain  pathogenic 
organisms,  notably  the  trypauoaonies  of  the  blood»  which  it  destroys  in  solutions 
as  weak  as  one  in  500,000, 

The  effects  of  antimony  on  the  Nutrition  have  not  been  so  carefully  examined 
as  those  of  arsenic,  but,  as  far  as  is  known^  present  a  strong  resembhince  to 
them.  Thus  fatty  degeneration  of  many  organs  is  induced  by  its  prolonged 
use,  the  nitrogen  of  the  urine  is  found  to  be  increased  and  the  gl3'cogen  dis- 
appears from  the  liver.  Very  small  quantities  of  antimony  given  repeatedly 
are  said  to  increase  the  glycogen  and  fat  of  the  liver,  without  apparently  alteruig 
the  nitrogen  of  the  urine. 

The  faU  in  Temperatoie  after  antimony  is  often  very  considerable,  amount- 
ing in  animals  to  G°  C.  in  the  course  of  a  few  hours.  It  is  explained  by  the 
slowness  of  the  circulation  and  by  the  general  depression  and  collapse  and 
profuse  perspiration. 

Antimony  is  Absorbed  from  the  skin  very  slowly,  and  from  the  stomach 
and  intestine.  It  passes  into  the  tissues  much  more  gradually  than  arsenic, 
however,  and  its  action  on  tlie  stomach  can^  therefore,  be  ehcited  without 
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dahger  of  its  causing  general  sjniptoma.  After  absorption  aDtimony  is  fouDd 
in  considerable  quantity  in  the  liver,  which  stores  it  up  for  sonae  time.  It  ia 
excreted  into  the  stomach  and  intestine,  in  the  urine,  and^  it  is  said,  in  the  bile 
and  milk.  No  such  tolerance  ia  acquired  for  antimony  as  is  observed  under 
arsenic. 

The  Chlorido  AntimonT  (SbCtj)  differs  from  tartar  emetic  chiefly  in  beittg 
a  violent  corrosive,  owing  to  the  readiness  with  which  the  antimony  ion 
freed  horn  The  other  compounds  of  antimony  act  like  the  double  tartratef 
except  tiiat  most  of  thera  are  much  slower  in  their  effects.  Stibine^  or  anti- 
moniuretted  hydrogen  (SbHj),  differa  enttreJy  from  araine  (AsHi)  in  its  action, 
which  is,  however,  equally  poisonous.  It  has  very  rarely  been  examini 
except  in  an  impure  fortu^  and  the  symptoms  are  imperfectly  known. 


Preparations, 

AnTIMONU   ET  POTASSIl  TAHTJlAa   (U.  S.  P,),  AMTlMONirM  Tajitahai 

(B,  p.),  tartar  emetic*  tartrated  antimony  ( (KSbOC4H404)i  +  HiO),  fonna 
colorless,  transparent  crystals,  or  a  white  p-anulated  powder,  without  odor, 
and  having  a  sweet,  afterward  disagreeable,  metalUc  taste,  soluble  in  17  part* 
of  cold  water,  insoluble  in  aleohoL  Dose  as  an  expectorant^  O.0O5  G.  (1^1  gr.) 
B,  P,,  expectorant,  ^  -1  gr.;  emetic,  gr 

VrmjM  Antimoniale  (B.  P.),  4  per  mille,  10-30  mins.,  diaphoretic;  2-4  fl. 
drs.,  emetic. 

Tartar  emetic  is  also  contained  In  the  compound  syrup  of  squills  U.  S.  P. 


Therapeutic  Uses.- — Antimony  is  used  to  a  much  less  extent  in  medicine 
tlian  was  formerly  the  case.  In  the  seventeenth  century  it  was  pre- 
scribed so  widely  and  was  believed  to  do  so  much  harm^  that  the  gradu- 
ates in  medicine  of  Heidelberg  were  required  to  take  an  oath  never  to 
use  it.  At  present  it  is  used  to  a  limited  extent  as  an  emetic,  but  is 
slow  in  action  and  induces  greater  depression  and  more  prolonged 
nausea  than  the  other  drugs  which  are  prescribed  for  this  purpose, 
such  as  apomorphine,  ipecacuanha,  or  sulpliate  of  copper.  It  is  therefore 
seldom  used  to  evacuate  the  stomach  in  oases  of  poisoning  or  of  foreign 
bodies  in  the  stomach  or  eesophagus.  Its  expectorant  action  is  taken 
advantage  of  in  acute  bronchitis  in  which  the  secretion  of  the  bronchial 
mucous  membrane  is  insufficient,  but  is  of  less  value  when  the  secretion 
is  abundant.  In  commencing  bronchitis  tartar  emetic  is  sometimes 
given  until  vomiting  occurs,  and  then  continued  in  smaller  doses  and 
at  longer  intervals.  It  has  recently  been  used  in  trypanosomiasis, 
especially  in  sleeping  sickness,  in  which  it  has  been  administered  by 
the  mouth,  intravenously  and  hypodermically.  It  is  at  least  as  efficient 
as  the  arsenic  preparations,  but  its  use  is  limited  by  the  intense  local 
action,  which  precludes  its  subcutaneous  injection.  Other  protozoal 
diseases,  such  as  syphilis,  have  also  been  treated  with  it,  and  there  is 
everj'  probability  that  if  a  suitable  combination  could  be  formed  it 
would  equal  or  surpass  the  modern  arsenical  compounds  in  efficacy. 
It  was  formerly  gi\'en  along  with  mercury  in  Plutnmer's  pill. 


It  is  also  used  as  a  diaphoretic  to  «ome  extent  in  the  same  doses  as  are  pre- 
scribed as  expectorants. 
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In  acute  fever  antimony  was  formerly  largely  used  as  &  depressant,  more 
especially  when  delirium  was  a  marked  feature.  The  object  was  to  produce 
a  mild  collapse,  but  the  treatment  has  been  entirely  abandoned  by  most  author- 
ities, and  probably  did  more  harm  than  good.  Acute  lobar  pneumonia  was 
ahtiost  universally  treated  by  tartar  emetic  at  one  time,  and  an  attempt  has 
recently  been  made  to  revive  this  treatment  but  without  auccesa. 

Antimony  has  been  advised  instead  of  arsenic  in  the  internal  treatment  of 
skin  disease,  but  it  is  impossible  to  state  at  present  how  far  it  is  capable  of 
replacing  the  more  widely  used  drug. 

In  all  cases  in  whicli  there  is  marked  depression  or  weakness,  in  which  the 
stomach  or  bowel  is  disordered,  or  in  which  the  circulation  is  feeble,  the  pre- 
parations of  antimony  are  contraindicated. 

Tartar  emetic  was  formerly  used  in  ointment  (one  part  to  four)  as  a  skin 
irritant,  but  its  continued  ai^plication  has  led  in  several  cases  to  diffuse  «ub- 
cutaaeous  abscess,  and  sometimes  to  necrosis  of  bone,  so  that  the  tartar  emetic 
ointment  has  passed  into  desuetude* 

In  cases  of  Aotimonial  Poisoning,  emetics  are  seldom  required »  but 

the  stomach  may  be  washed  out  by  means  of  the  stomach  tube,  if 
vomitiag  is  not  piesent,  and  a  purge  may  be  given  to  remove  the  poison 
in  the  bo%vel.  Tannic  acid,  lime  or  magnesia  may  be  used  to  precipitate 
the  antimony  in  the  stomach,  and  potassium  hexatantalate  has  recently 
been  advised  for  this  purpose. 
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n.  MERCURT. 

Mercury,  one  of  the  most  powerful  inorganic  iwisons,  has  been  used 
in  medicine  for  a  long  time  and  in  a  large  variety  of  forms.  Some 
differences  are  observed  in  the  action  of  these»  but  all  of  them  Induce 
the  same  general  results,  the  differences  existing  only  in  their  local 
effects,  and  being  due  to  the  salts  differing  in  solubility  and  dissociE' 
bility.  A  sohible  salt,  such  as  the  perchloride,  comes  into  more  intimate 
contact  with  the  tissues,  and  therefore  acts  more  powerfully  locally 
and  is  also  absorbed  more  rapidly  and  in  larger  ann>unt  tJian  calomel, 
which  is  entirely  insoluble  in  water.  Both  the  local  and  the  general 
effects  of  the  perchloride  are  more  marked  than  those  of  calomel,  there- 
fore, but  when  sufficient  mercury  in  the  form  of  calomel  is  absorbed 
into  the  tissues,  the  general  effects  are  the  same  as  if  an  equal  quantity 
had  been  taken  up  as  perchloride. 

Tlie  corrosive  action  of  the  sohible  merc'ury  salts  is  doubtless  due 
in  part  to  their  precipitation  of  the  proteins,  but  in  addition  to  this  there 


is  a  specific  toxic  action  on  all  living  cells.  It  is  unknown  in  what  form 
mercury  is  absorbed  and  circulates  in  the  blood,  but  thereis  no  evidence 
that  the  insoluble  preparations,  such  as  calomel,  are  changed  to  the 
soluble  i>erchloride  before  absorption;  on  the  contrarj%  the  mercury  of 
the  percliloride  is  precipitated  in  contact  with  proteins  and  must  be 
taken  up  in  this  insoluble  form.  When  mercur}'  is  injected  hypo- 
dennically  in  an  insoluble  form,  the  leucoc^^tes  take  it  up  and  carry  it 
off  as  they  do  any  other  foreign  Insoluble  body,  and  it  is  quite  possible 
that  they  may  take  it  up  in  the  same  way  from  the  alimentar^^  canal. 
Less  of  the  insoluble  preparations  are  absorbed  merely  because  they 
come  into  less  intimate  contact  with  the  tissues  than  the  soluble  per- 
chloride;  but  even  the  metal  may  be  oxidized  and  absorbed  when  it  is 
applied  to  the  living  surfaces  or  injected  into  the  blood  in  a  state  of 
fine  division.  Thus  the  inhalation  of  mercury  vapor  by  the  lungs  leads 
to  general  poisoning,  often  of  a  very  malignant  type^  and  mercury 
rubbed  Into  very  fine  globules,  and  applied  in  ointment  to  the  skin, 
passes  Into  the  gland  ducts  and  along  the  roots  of  the  hairs^  and  is 
absorbed  into  the  tissues.  La  which  it  causes  the  typical  mercurial 
effects. 

Symptoms. — Acute  Mercurial  Foisoning  occurs  only  from  the  use  of 
soluble  preparations,  and  in  particular  from  the  perchloride  of  mer- 
cuiy,  or  corrosive  sublimate.  Many  cases  have  arisen  from  this  poison 
being  swallowed  accidentally  or  with  suicidal  intent,  or  from  its  use 
as  a  disinfectant  wash  for  large  cavities.  When  corrosive  sublimate 
is  swallowed  in  poisonous  quantity,  the  patient  complains  at  once 
of  the  harsh  metallic  taste,  which  is  followed  by  burning  pain  in  the 
mouthf  tliroat^  and  stomach.  Nausea  and  vomiting  set  in  very  soon» 
and  the  \'omited  matter  may  ct)ntain  shreds  of  mucous  membrane  and 
blood.  Diarrhcea  and  violent  tenesmus,  with  watery  or  bloody  stools, 
often  containing  slireds  of  membrane,  may  be  among  the  early  symj>- 
toms,  or  may  only  occur  after  twenty-four  hours.  These  symptoms 
from  the  alimentary  canal  are  accompanied  by  collapse^  with  a  small, 
thready,  sometunes  irregular,  pulse,  shallow,  irregular,  rapid  respiration, 
cold*  clammy  skin,  pinched  features,  and  sunken  eyes.  The  temperature 
is  often  subnormal,  but  sometimes  fever  is  observ^ed,  although  this  b 
attributed  hy  many  to  concurrent  disease.  The  consciousness  is  usually 
uoaifected,  but  in  some  cases  somnolence,  giddiness,  or  more  rarely 
anxiety  and  restlessness  have  been  obser\'ed.  The  urine  is  much  dimin- 
ished and  complete  anuria  often  occurs  in  a  few  hours.  If  the  urine 
is  not  completely  suppressed,  it  generally  contains  albumin,  renal 
epithelium,  casts  and  more  rarely  sugar.  Death  may  occur  within  an 
hour  from  shock,  but  more  frequently  the  patient  survi\  es  several  days 
or  even  one  or  two  weeks,  the  symptoms  of  intestinal  corrosion  and  of 
renal  irritation  continuing,  imtil  he  finally  sinks  from  exliaustion. 

When  acute  poisoning  occurs  from  the  absorption  of  corrosive  sub- 
limate from  wounds,  the  symptoms  of  corrosion  of  the  mouth  and 
stomach  are  absent  at  first,  hut  the  dysenteric  symptoms  and  the  renal 
inflammation  are  produced  in  the  same  way  as  when  the  poison  ia 
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swallowed.  Here  again  the  patient  may  die  within  a  few  hottrsp  bu 
more  frequently  survives  for  several  days,  and  in  the  tatter  case  the 
symptoms  toward  the  end  partake  of  the  character  of  chronic  poison- 
ing. In  particular,  salivation  and  stomatitis  set  in  in  the  course  of  a 
few  days.  These  also  occur  when  the  poison  is  swallowed,  although 
they  are  more  liable  to  be  overlooked,  from  the  cauterization  produced 
in  the  mouth  by  the  local  action. 

Chronic  Poisonmg .  — A  much  more  f requ ently  obser ved  form  of 
poisoning  is  that  induced  by  the  prolonged  medicinal  use  of  mercury 
It  may  arise  from  any  of  the  preparations,  and  from  any  form  of  ap- 
plication,  although  some  methods  of  administration  are  credited  with 
being  less  liable  to  induce  it  than  others.  Thus  inunction  with  mer- 
curial ointment  and  the  use  of  calomel  internally  are  both  more  liable 
to  cause  the  severer  forms  of  stomatitis  than  is  corrosive  sublimate, 
A  single  hypodermic  injection  of  an  insoluble  preparation  may  induce 
it  in  susceptible  persons,  because  the  mercury  is  only  slowly  absorbed, 
and  iiasses  into  tlie  tissues  as  gradually  as  if  it  were  given  by  the  mouthj 
regularly  for  several  da>'S.  This  clnxintc  poisoning,  or  MerciiriaUsiii,  is 
due,  not  to  the  local  action,  but  to  the  etfects  of  the  drug  after  ab- 
sorption. It  may  follow  the  abuse  of  mercury  in  any  case,  but  some 
individuals  exhibit  a  special  susceptibility  from  some  unknown  cause. 
Formerly  it  was  believed  that  the  earlier  symptoms  of  mercurial  poison- 
ing had  to  be  induced  in  the  cure  of  sj7)hilis,  but  in  modem  therapeutics 
every  cifort  is  made  to  avoid  tiiem.  The  first  symptoms  generally 
arise  from  the  mouth  and  ihrmt,  the  patient  complaining  of  a  metallic 
taste,  and  of  a  feeling  of  nuinbness  or  soreness  of  the  tongne  and  gums. 
The  breath  has  an  unpleasant  foetid  odor,  the  tongue  is  swollen  and 
thickly  coated,  tlie  gums  are  soft,  swollen  and  often  of  a  dark  bluish-red 
or  gray  color  and  the  flow  of  saliva  is  augmented.  If  the  medication  be 
continued,  as  was  often  done  formerly,  ulcers  appear  on  the  gums  and 
on  the  sides  of  the  tongue  where  it  comes  in  contact  with  the  teeth, 
especially  if  these  are  carious,  and  on  the  mucous  membrane  of  the 
cheeks;  the  salivation  increases  and  irritates  tlie  Hps  and  the  skin  where 
it  is  exposed  to  the  secretion.  If  the  administration  of  mercury  be  still 
persisted  in,  the  teeth  become  loose  and  fall  cut,  gangrene  of  the  gums, 
lips  and  throat,  and  necrosis  of  part  or  even  of  the  whole  jaw  may  follow. 
The  milder  forms  of  stomatitis  and  salivation  are  observed  in  a  large 
proportion  of  cases  of  3.>philis  treated  with  mercury,  according  to  some 
authors  in  30  per  cent,  or  more.  It  may  be  avoided,  to  some  extent 
at  leasts  by  scnipulous  cleanliness  of  the  mouth  and  teeth,  by  the  filling 
of  carious  teeth,  and  by  using  a  2-4  per  cent,  solution  of  chlorate  of 
potassium  as  a  mouth  wash. 

The  doviach  and  intestme  also  suffer  in  chronic  mercury  poisoning. 
The  patient  often  complains  of  loss  of  appetite,  and  occasionally  of  a 
feeling  of  weight  and  discomfort  in  the  stomach,  nausea  and  vomiting, 
general  weakness  and  loss  of  flesh,  Cohc  and  diarrhoea  are  frequently 
obser\'ed,  or  diarrhoea  and  constipation  may  alternate.  These  s^Tup- 
toms  are  naturally  more  liable  to  occur  from  the  administration  of 


mercurj'  by  the  mouth  than  by  other  channels,  as  here  the  action  after 
absorption  is  reinforced  by  the  direct  local  effects.  Souw  fever  is  some- 
times noted,  but  this  is  secondary  to  the  affection  of  the  mouth,  bowel 
or  skin,  and  is  not  directly  attributable  to  the  mercury. 

Occasionally  skin  eruptions  are  seen  ivhen  mercury^  is  given  by  the 
month,  but  much  more  frequently  when  it  is  applied  to  the  skin.  In 
the  latter  case  they  are  not  limited  to  the  point  of  application,  although 
they  often  begin  from  it  and  spread  over  a  large  surface  of  the  body. 
They  vary  greatly  in  form,  consisting  of  small  reddish  spots,  large  red 
erythematous  surfaces,  urticaria,  or  eczema,  each  of  these  occurring 
alone  or  in  succession,  and  being  usually  followed  by  desquamation. 
The  eruption  generally  lasts  only  one  to  three  weeks,  but  in  some  cases 
has  not  entirely  disappeared  until  three  months  after  its  appearance^ 
and  in  others  has  returnerl  repeatedly  afterwards^  It  is  said  to  have 
been  induced  occasionally  by  a  single  dose  of  calomel. 

The  urine  is  often  somewhat  increased,  but  may  be  decreased  after- 
wards, and  it  not  infrequently  contains  albumin^  although  the  propor- 
tion of  cases  in  which  this  occurs  is  much  di&piited,  and  the  amount 
in  the  uri^ne  is  generally  very  smalL  Gh  cosuria  is  much  rarer  in  man, 
but  has  been  frequently  observed  in  rabbits  after  prolonged  treatment 
with  mercury. 

It  is  still  a  matter  of  doubt  how  far  the  sexual  organs  are  involved 
in  mercury  poisoning.  According  to  some  authorities  disturbances  of 
the  menstruation  and  even  complete  amenorrhcea  have  been  observed, 
and  abortion  is  also  stated  to  have  been  caused  by  it. 

A  general  condition  of  cachexia  may  be  induced  by  these  disorders, 
and  is  marked  by  pallor,  anaemia,  emaciation,  weakness  and  restless- 
ness, with  a  tendency  to  fainting  and  disturbed  sleep.  The  pulse  is 
small,  weak  and  quick,  and  the  patient  often  complains  of  breath- 
lessness. 

Affections  of  the  central  nervous  system  are  rarely  induced  now  by  the 
abuse  of  mercur\^  in  therapeutics,  but  still  occur  in  the  case  of  workers 
in  mercury  mines,  in  mirror,  barometer,  thermometer,  and  other 
manufactories,  in  which  mercury  is  used  and  its  fimies  are  inhaled  by 
the  workmen  for  prolonged  periods*  One  of  these  affections  is  the 
mercurial  erethi^,  a  condition  of  abnormal  irritability,  timidity  or 
shyness,  accompanied  by  great  muscular  weakness^  and  sometimes 
developing  into  sleeplessness,  delirium  and  transitory  hallueinations. 
Another  well-known  form  b  the  mercurial  trenwrr  which  affects  the 
hands  and  arms  first,  later  the  legs,  and  sometimes  ejctends  over  all 
the  muscles  of  the  body.  Shooting  pains  along  the  nerves  or  in  the 
joints  are  sometimes  complained  of^  circumscribed  areas  of  partial 
amesthesiat  amblyopia,  anosmia  or  deafness  have  been  described,  and 
in  some  cases  localized  paralysis  of  the  muscles  of  the  arm  or  leg  has 
been  induced. 

The  symptonis  of  mercurial  poisoning,  both  acute  and  clironic,  in 
animals,  resemble  those  in  man  so  closely  that  it  is  unnecessary  to 
describe  them  further. 
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Action, — Lower  Forma  o(  Lif«,— Mercury  is  destructive  to  living 
matter  wherever  it  comes  in  contact  with  it  in  sufficient  concentration. 
This  poisonous  action  is  naturally  much  more  evident  when  soluble 
preparations  are  used  than  when  the  oxides  or  calomel  is  in  question. 
Thus  corrosive  suljlimate  in  a  solution  of  one  part  in  50,<XX)  destroys 
infusoria  in  some  20  minutes,  and  e\eu  one  part  in  one  million  kills 
algae  in  the  course  of  a  few  days.   The  effects  of  mercury  in  s^'phUis 
arise  from  its  affecting  the  speciBc  organism  in  a  similar  way,  for  mer^ 
cury  in  a  dilution  of  one  in  200,000  destroys  spirochietes  in  the  test- 
tube.   The  exact  amount  of  mercury  present  in  an  active  form  in  the 
tissues  cannot  be  estimated,  but  it  probably  is  effective  in  very  grea^^ 
dilution  in  cases  of  sj^hilis.    Here,  as  in  the  case  of  other  specifid^| 
(quinine,  arsenic,  antimony,  etc*),  mercurj'  seems  to  have  a  stronge^^ 
affinity  for  the  parasite  than  for  the  tissues  of  the  host,  and  even  than 
for  nearly  related  organisms;  for  mercury  has  little  effect  in  malaria 
or  trypanosomiasis,  that  is,  it  does  not  injure  the  organisms  of  these 
diseases  in  the  same  degree  as  it  does  that  of  syphilis.   The  bacteria 
are  somewhat  more  resistant  than  these  forms,  but  corrosive  sublimate 
is  said  to  delay  the  de^'elopment  of  some  of  these  in  a  solution  of  one 
part  in  one  million,  and  the  anthrax  bacillus  fails  to  grow  in  blood  w"hicii 
contains  one  part  in  S,0(XK    A  solution  of  one  j^art  in  one  thousand  is 
generally  regarded  as  capable  of  disinfecting  Ihiids  completely  in  the 
course  of  a  few  hours,  but  there  is  no  question  that  the  germicidal 
power  of  corrosive  sublimate  has  been  much  overestimated,  Thua^ 
Geppert  found  that  the  spores  of  anthrax  could  be  exposetl  to  th^H 
action  of  a  1  per  cent,  solution  for  many  hours  and  stiJl  develop  as  soon^ 
as  the  mercury  was  entirely  removed.    There  is  no  doubt,  however, 
that  corrosive  sublimate  and  the  other  soluble  salts  of  mercury  are 
among  the  most  po\\'erful  antiseptics  at  present  a^  ailable.  The  insolublti^j 
preparations  are  less  poisonous,  owing  to  the  difificulty  in  bringing  thei^^l 
into  intimate  contact  with  the  microbes, 

In  the  Higher  Animals  and  in  Man  the  same  destructive  effects  are 
induced  hy  the  mercury  preparations.  The  corrosion  of  tlie  mouth, 
throat  and  stomach  when  the  perchioride  is  swallowed,  has  already 
been  mentioned.  When  it  is  applied  to  the  other  mucous  membranes, 
similar  effects  are  obtained,  and  when  it  is  injected  hypodermically, 
even  in  dilute  solution^  it  induces  intense  pain,  swelling  and  inflam- 
mation, which  is  rarely  followed  by  suppuration,  but  which  m^y  result 
in  the  formation  of  cicatrices.  Stronger  solutions  injected  into  animals 
often  cause  the  formation  of  cheesy  abscesses,  and  even  dry  necrosis 
of  the  skin  and  underlying  tissue.  The  hypodermic  or  intramuscidar 
injection  of  insoluble  preparations  is  more  liable  to  cause  abscess  forma- 
tion, because  the  mercury  is  slowly  absorbed  and  has  therefore  moi 
time  to  uiduce  its  irritant  effects. 

When  solutions  of  corrosive  sublimate  are  applied  to  the  skin,  the^ 
cause  a  feeling  of  luimbness  very  often;  but  when  ver>'  strong  solutions" 
come  in  contact  with  tender  parts  of  the  skin,  and  in  particular,  when 
the  salt  itself  is  allowed  to  lie  in  contact  with  it  for  any  lengtli  of  time^ 


deep  corrosion,  necrosis^  nnd  ^lou^hini^  may  follow.  Even  the  insoluble 
preparations  are  liable  to  set  up  irritation  when  tJiey  are  rubbed  into 
the  skin,  csi^ecially  if  there  is  a.ny  preexisting  tendency  to  cutaneous 
eruption. 

After  absorption,  naercury  acts  more  especially  on  tlie  alimentary 
tract  and  on  the  kidneys,  although  other  organs  are  not  exempt  from 
its  effects. 

The  Salivation  and  Stomatitis,  which  are  so  frequently  seen  under 
mercurial  mc^iication,  are  ob\'iously  not  due  to  the  local  action  of  the 
drug  on  its  way  to  the  stomach,  for  they  occur  equally  readily  when  it 
is  applied  by  hypodermic  injection  or  by  inunction.  It  is  still  a  matter 
of  doubt  whether  the  salivation  arises  from  the  direct  action  of  the 
merc\iry  on  the  secreton'  apparatus,  or  reflexly  from  the  irritation  of 
the  mouth,  though  it  often  precedes  any  obvious  lesion.  The  saliva 
is  soB-elimes  excreted  in  enormous  amounts,  many  litres  of  it  being 
poured  out  in  the  course  of  twenty-four  hours.  It  contains  mercury, 
and  has  therefore  a  metallic  taste,  and  tends  to  irritate  the  hps  and 
skin  Inhere  it  comes  in  contact  with  them.  In  extreme  cases  it  leads 
to  sleeplessness  from  its  accumuiating  in  the  back  of  the  tliroat  and 
awakening  the  patient  with  a  feeling  of  suiTocation.  The  stomatitis 
is  due  to  the  excretion  of  mercury  by  the  glands  of  the  mouth  and 
throat.  The  irritation  causetl  by  tiie  metal  leads  to  excoriations,  and 
these  to  the  formation  of  ulcers^  particularly  where  microbes  arc  present 
in  large  numbers,  as  aroimd  carious  teeth.  The  necrosis  of  the  jaws 
arises  from  these  ulcers  penetrating  to  the  bone  and  setting  up  periostitis, 
for  mercury  in  itself  has  no  specific  action  on  the  bone  such  as  has  been 
mentioned  under  phosphorus. 

Mercur>'  ha-s  Ie.ss  direct  effect  on  the  Stcmachp  though  congestion 
and  evet]  small  haemorrhages  in  cases  of  poisoning  indicate  that  it  is 
not  entirely  immune;  the  loss  of  appetite  and  malnutrition  in  chronic 
poisoning  are  ascriljed  to  the  presence  of  mercury  in  the  saliva  rather 
than  to  its  affecting  the  gastric  functions  directly.  In  the  Intestine, 
on  the  other  hand,  mercury  is  apparently  excreted  in  large  amount,  and 
induces  very  distinct  lesions.  The  parts  affected  arc  the  caecum  and 
colon,  while  the  small  intestine  verj*  often  escapes  almost  entirely. 
The  action  of  mercury  is  evidenced  by  hyperfemia,  redness  and  swelling 
of  the  mucous  membrancj  which  later  develop  into  necrotic  surfaces 
and  uk'ers  along  the  folds;  these  lend  it  an  appearance  almost  indis- 
tinguishable from  that  of  chronic  dysentery  and  may  e\'entually  end 
in  perforation.  The  symptoms  from  the  intestine  are  in  accordance 
with  the  lesions,  consisting  in  constant  purgmg  with  xevy  fluid,  some- 
times rice-water,  stools,  intense  pain  and  tenesmuj*.  blood  and  fragments 
of  mucous  membrane  in  the  fsces. 

Small  doses  of  mercurials  given  by  the  mouth  act  as  PuTfeSi  causing 
soft  stools  generally  witJiout  pain  or  straining.  The  insobible  prepara- 
tions— calomel,  blue  pill  and  gray  jjowder— are  used  for  this  purpose, 
as  they  are  not  diiiSo[\'eil  in  the  stomach  and  are  tliereft»re  devoid  of 
action  there,  while  in  the  intestine  their  longer  sojourn  and  special 
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affinity  for  tht  epithelium  leads  to  their  irritant  action  being  developed. 
A  small  proportion  of  these  iasoluble  preparations  is  absorbed  from 
the  intestine^  but  the  great  mass  is  thrown  out  unchanged  in  the  stools, 
and  thus  very  large  doses  of  calomel  sometiDies  induce  no  serious 
symptoms.  The  stools  after  mercury  are  often  o(  a  gray-green  color 
and  this  has  been  attributed  to  the  putrefactive  processes  in  the  bowel 
being  lessened  so  that  tlie  bile  pigment  retains  its  ordinary  tint.  But 
mercury  acts  when  no  bile  reaches  the  intestine  and  the  stools  are  of 
the  same  greenish  color^  so  that  it  seems  likely  that  this  arises  from 
the  presence  of  some  mercury  compound,  probably  some  mixture  of 
sulphides. 

The  mercurial  purges^  and  in  particular  calomel^  have  often  been 
credited  with  increasing  tlie  secretion  of  the  BUe,  but  tl^is  has  been 
shown  to  be  incorrect^  for  Stadelmann  (in  animals)  and  Pfaff  (in  man) 
found  that  they  had  no  effect  on  the  secretion  escaping  from  a  biliary 
fistula.  There  is,  in  fact,  no  sufficient  ejqierimental  or  clinical  evidence 
that  the  liver  is  in  any  way  affected  directly  by  mercury.  The  "bilious- 
ness" which  is  so  often  relieved  by  calomel  or  blue  pill,  is  due,  not  to 
the  liver,  but  to  disorder  of  the  alimentary  tract. 

Mercury  lias  no  such  powerful  effect  on  the  ITnorgaiiiEed  ferments  of 
digestion  as  it  has  upon  the  microbes^  for  though  large  amounts  of  the 
soluble  preparations  precipitate  the  pepsin  in  artificial  digestion  ex- 
periments, smaller  quantities  iiave  little  eifect.  Calomel  has  no  action 
on  the  digestive  ferments,  but  may  retard  the  putrefaction  in  the 
intestine,  and  thus  limit  the  decomposition  of  the  food.  Its  antiseptic 
action  is  aided  by  the  increased  peristalsis  which  follows  its  use,  ancL 
which  remo\'e3  the  decomposing  mass  from  the  canal  | 

Another  organ  ^vhich  is  powerfully  affected  by  mercury  is  the  Kidney. 
A  nitwicrate  dose  of  calomel  induces  marked  diuresis,  particularly  in 
cases  in  which  there  is  a  large  accumulation  of  fluid  in  the  body,  as  ii^ 
dropsy  from  heart  disease.  When  purging  follows  die  administration 
of  the  mercurial,  less  diuretic  effect  is  observed.  In  normal  individuals 
and  in  animals  the  diuretic  action  is  generally  much  weaker;  the  kidnetf 
is  affected  directly  and  not  through  changes  in  the  circulation.  " 

In  acute  mercurial  poisoning,  when  death  does  not  follow  in  the 
course  of  a  few  hours,  anuria  is  often  observed  with  inflammatloa  and 
necrosis  of  the  epithelium,  of  the  tubules.  The  whole  organ  is  congested 
and  the  glomeruli  are  in  a  state  of  acute  inflammation,  but  the  necroi 
tubules  are  the  most  prominent  feature.  Very  generally  in  the  rabbi 
less  often  in  the  dog  and  in  man,  these  are  filled  with  a  deposit  of  pho 
phnte  of  calcium,  which  is  thrown  out  in  the  necrosed  cells,  and  as  tlie 
break  up,  passes  into  the  tubules.  It  may  be  remarked  in  passing  th 
several  other  poisons,  such  as  bismuth,  and  aloin,  occasionally  indu 
this  deposit  of  lime  in  the  kidneys. 

This  renal  necrosis  occurs  chiefly  in  corrosive  sublimate  poisorun 
as  the  more  slowly  absorbed,  insoluble  preparations  apparently  do  not 
often  accumulate  in  sufficient  quantity  in  the  blood  to  induce  such 
severe  effects.    At  the  same  time^  albumin  or  casts  are  very  often 
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observed  m  the  urine  from  the  treatment  of  sjT>hiIitic  patients  with 
mercury  in  any  form,  although  it  is  stated  that  this  is  less  liahle  to  occur 
when  soluble  preparationa  are  injected  hj'podermicaliy  than  after  in- 
unction or  the  use  of  insoUible  salts  suhcutaneously.  The  more  marked 
the  action  on  the  intestine,  the  less  destruction  of  the  kidney  is  observ  ed 
in  cases  of  severe  poisoning. 

The  lime  deposited  in  the  kidney  has  fluggeoted  the  idea  that  mercury  cauaes 
the  absorption  ot  the  calcium  in  the  Bo&M  through  a  specific  action  on  them, 
but  the  time  deposited  in  the  kidney  is  drawn  fron^  that  normally  circulating 
in  the  blood;  in  nccro&ed  tissue  from  other  causes  Uxne  is  very  often  deposited, 
although  not  so  rapidty  as  in  mercury  poisoning.  Lai^e  doses  given  repeatedly 
lead  to  an  increase  in  the  size  and  number  of  the  vessels  of  the  bone-marrow^ 
and  the  fat  cells  atrophy  rapidly;  later  gelatinous  degeneration  follows  and  the 
cellular  elements  of  the  marrow  disappear. 

Mercury  seems  to  have  comparatively  little  direct  action  on  the  Circulation 
in  casea  of  poisoning,  and  most  of  the  changes  in  the  pulse  are  to  be  ascribed 
rather  to  the  shock  and  collapse,  or  in  chronic  poisoning  to  the  cachexia  and 
malnutrition,  than  to  any  direct  effects  on  the  heart  and  vessels;  in  some  casea 
of  acute  poisoningi  however,  patches  of  fatty  degeneration  have  been  fouud  in 
the  heart.  In  the  frog  large  doses  of  soluble  salts  alow  and  weaken  the  hearty 
and  mercury  salts  injected  into  the  blood-vessels  of  mammals  have  been  fouod 
to  cause  a  sudden  descent  of  the  blood-pressure  and  paralysis  of  the  hearty 
Subcutaneously  injected  into  animals,  the  soluble  salts  reduce  the  blood* 
pressure  more  gradually,  but  at  the  end  a  very  sudden  descent  to  zero  occurs.. 
The  action  is  in  part  on  the  heart  muscle,  in  part  on  the  peripheral  veasels* 

The  RespiratioQ  is  also  only  affected  indirectly.  In  chronic  mercury  poisoning 
marked  breathlessness  is  sometimes  observed  and  has  been  ascribed  by  Kusa- 
maul  to  the  general  muscular  weakness. 

The  action  of  mercury  on  the  Nerroua  System  b  very  obscure.  In 
acute  poisoning  the  intellect  often  remains  clear  to  the  end,  and  no 
symptoms  pointing  to  any  direct  afTection  of  the  central  nervous 
system  are  observ  ed.  In  chronic  poisoning,  however,  the  higher  centres 
are  undoubtedly  involved  in  the  effects,  as  is  shown  by  the  eretliism 
and  occasional  hallucinations.  The  tremor  is  also  of  cerebral  origin 
probably,  though  tliis  is  not  yet  certain,  and  the  general  muiscular 
weakness  is  not  due  to  the  peripheral  muscles  and  nerves  being  affected, 
but  to  the  alterations  in  the  centres.  The  paralysis  sometimes  obseri^ed 
in  the  arms  or  legs  in  workers  in  mercury,  and  the  areas  of  partial 
anresthesia  and  the  pains  in  joints  probably  arise  from  peripheral 
neuritis.  In  some  cases,  especially  where  the  tremor  Is  marked,  the 
reflex  excitability  of  the  spinal  cord  has  been  found  to  be  exaggerated 
but  it  IS  generally  unaffected.  The  muscles  do  not  seem  to  be  acted 
on  directly  in  either  acute  or  chronic  poisoning  in  man,  and  even  when 
paralysis  is  developed,  they  niaintain  their  irritability  and  do  not 
atrophy. 

A  good  deal  of  Interest  has  been  manifested  in  the  question  whether 
mercury  affects  tlie  Nutriticm  in  any  way  except  through  its  action  on 
the  alimentary  canah  It  is  stated  that  the  protein  metabolism  is  acceler- 
ated as  is  shown  by  an  increase  in  the  total  nitrogen,  urea  and  uric  acid 
ufi  the  urine  after  small  doses,  but  the  subject  is  a  very  difficult  one 
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to  investigate,  for  when  any  save  the  smallest  doses  are  given,  the 
kidney  and  bowel  are  involved  in  the  effects,  and  the  prolonged  use  oMl 
mercury  is  restricted  to  experiments  on  aniniab  and  on  sypliiUtica^^ 
There  seems,  however,  good  reason  to  believe  that  very  small  doses 
of  mercury  given  for  some  time  increase  the  nutrition  and  weight  of 
animals.    The  cachexia  of  chronic  poisoning  may  be  due  in  part  to  a 
specific  action  on  the  metabolism,  but  it  is  imx>ossihle  to  determine 
this  point,  because  the  alterations  in  the  alimentarj'  tract  are  in  them*]^ 
selves  sufficient  to  cause  such  symptoms. 

Changes  in  the  Blood  Corpuscles  have  been  observed  under  mercurial 
treatment  in  a  number  of  instances,  but  there  is  as  yet  no  general 
agreement  as  to  wherein  tliese  consist,  and  it  seems  not  unlikely  that 
the  blood  reaction  in  health  is  different  from  tfiat  in  sj^ihilis  and  that 
it  may  vary  in  the  successive  stages  of  the  disease.  In  health  the  red 
corpuscles  and  the  hiemoglobin  are  said  to  be  aiigmentcd  at  first  but 
afterward  diminished,  while  in  syphilis  a  sharj^  fall  in  the  amount 
of  heemoglobin  is  succeeded  by  an  increase  to  beyond  that  present 
before  the  treatment*  Kupenvasser  states  that  in  healthy  persons 
mercury  increases  the  number  of  newly  formed  leucocytes  but  that 
this  is  more  tlian  counterbalanced  by  tlie  fall  in  the  older  cells;  in 
3>^hilis  he  found  fewer  recenth'  formed  leucocytes  and  more  mature 
ones  after  mercury. 

Mercury  has  no  effect  on  the  Temperature  in  itself,  but  when  stonij 
titis  or  skin  eruptions  are  developed,  some  fever  generally  aecompani< 
themj  while  in  collapse  the  temperature  may  fall  several  degrees  beloi 
the  normal 

IMstribiition— After  its  prolonged  use  mercury  is  found  in  almost 
every  organ  of  the  body,  but  larger  quantities  are  found  in  the  kidney, 
intestinal  wall  and  liver  than  elsewhere;  considerable  amounts  are 
often  deposited  in  the  liver.  In  cases  of  acute  poisoning  through  ab- 
sorption from  the  subcutaneous  tissue  or  from  wounded  surfaces,  the 
distribution  is  the  same.  The  statement  that  mercury  js  stored  up  in 
large  quantities  in  the  bones  has  not  been  confirmed  by  the  more  recent 
investigators^  but  traces  are  found  here,  as  in  the  muscles,  brain ^  lungs,  ^ 
intestine,  and  spleen. 

Merctiry  is  Eliminated  by  almost  all  the  excretory  organs,  but  most^l 
largely  by  the  inte^^tine  and  kidney.  It  has  been  found  in  small  quanti* 
ties  in  the  perspiration,  milk,  saliva,  sweat,  gastric  juice  and  bile, 
and  has  been  shown  to  pass  to  the  foetus  in  utero  through  tlie  placental 
circulation.  The  excretion  in  the  urine  begins  within  an  hour  when 
mercury  is  injected  intravenously,  but  more  slowly  by  the  ordinary 
methods  of  atlministration;  for  example,  after  inunction,  none  may  be 
found  for  twenty-four  hours.  The  quantity  eliminated  daily  rises 
slowly  during  the  treatment  and  then  falls  gradvially.  The  excretion 
is  very  slow  and  varies  according  to  the  method  of  administration; 
there  is  no  question  however,  that  after  the  usual  methods  of  adminis- 
tration in  syphilis  mercury  is  found  in  the  urine  for  months  and  in 
some  cases  for  years  after  the  last  dose.    No  accurate  estimation  of 


the  mercury  excreted  in  the  fipcea  has  been  madct  but  it  is  beheveil 
that  less  is  excreted  here  than  in  the  urine  at  first,  but  that  later  the 
greater  part  may  pass  out  by  the  intestine.  The  administration  of 
potassium  iodide  does  not  accelerate  the  elimination  of  mercurj\  In 
the  urine  the  mercury  probably  exists  for  the  most  part  in  the  form 
of  a  salt,  although  some  of  it  may  be  in  organic  combination- 
Mercury  faring  very  poisonous  compounds  with  methyl  and  ethyl,  which  are 
apparently  &!owly  decomposed  in  the  organism  to  ordinary'  forms,  and  which 
h^ve  given  rise  to  fatal  poisoning  in  two  cases,  the  symptoms  making  their 
appearance  only  long  after  the  ingesUoa.' 

Therapeutic  Uses. — The  chief  purpose  for  which  mercury  is  used 
internally  is  the  treatment  of  STpMlia.  Its  curative  effects  in  this 
disease  are  due  to  its  specific  destructive  action  on  the  spirochsete 
pallidmu,  the  organism  of  syphilis.  Long  a  subject  of  discussion, 
its  usefubiess  in  this  infection  is  now  acknowledged  by  all  who  have 
studied  the  subject.  It  is  true  that  mild  cases  sometimes  recover  with- 
out  the  use  of  mercur> ,  but  even  these  run  a  shorter  course  if  mercmy 
is  administered.  And  in  many  others,  in  which  the  syiiiptoms  show 
no  signs  of  abating  under  hygienic  measures,  mercury-  causes  a  rapid 
and  permanent  improvement,  A  certain  niunber  of  relapses  undoubt- 
edly occur  after  the  mercurial  treatment  has  b^n  left  offf  but  it  seems 
probable  that  many  of  these  woidd  not  have  had  even  temporary 
relief  without  mercur>'.  In  a  certain  proportion  of  malignant  forms 
mercury  is  unable  to  arrest  the  progress  of  the  disease.  And  when  the 
organism  has  invaded  the  central  nervous  system,  mercury  does  not 
seem  to  be  able  to  reach  it,  for  no  impro\  ement  is  obtained  from  its 
use  in  tabes  or  in  the  general  paralysis  of  the  insane. 

The  effects  of  mercury  in  syphilis  present  many  analogies  to  that  of 
arsenic  and  antimony  in  tr.s'panosomiasis;  in  each  a  protozoal  parasite 
in  the  tissues  is  in  some  cases  destroyed  by  the  specific  remedy,  and 
this  is  fortunately  often  complete  in  sj-philis;  but  in  other  cases  a 
relapse  occurs  from  some  of  the  organisms  surviving  the  first  treatment. 
In  the  case  of  the  trypanosomes  these  survivors  are  more  resistant  to 
the  spedfic  than  the  original  infection,  and  this  appears  to  hold  for  the 
organisms  of  syphilis  also;  in  test-tube  cidtures  the  spirochete  acquires 
a  high  tolerance  for  mercury  if  it  is  added  to  the  culture  fluid  in  gradu- 
ally increasing  amounts. 

The  recent  introduction  of  the  organic  arsenic  compounds  has  not 
led  to  the  mercurial  treatment  being  abandoned,  for  it  is  found  necessary 
to  combine  the  action  of  both  parasiticides  to  obtain  the  best  results 
in  tJie  treatment  of  syphilis.  The  injection  of  salvarsan  ought  to  be 
followed  by  a  vigorous  use  of  mercurj'  until  the  specific  VVassemiann 
reaction  disappears  and  remains  absent. 

The  study  of  the  arsenic  treatment  seems  to  have  filially  determined 
a  long  debated  question,  whetlier  mercury  should  be  exhibited  in  the 
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prifnary  stage  of  sj^ihilis.  The  danger  of  a  widespread  infection,  possibly 
involving  the  central  ner\ous  system^  b  novr  recognized  to  be  so  great 
that  no  delay  is  permissible;  vigorous  treatment  with  saJvarsan  and 
mercuTTr'  should  be  instituted  as  soon  as  the  disease  is  diagnosed  and 
sbould  be  continued  as  long  as  there  is  any  risk  of  a  relapse.  The 
treatment  with  mercurj'  is  not  so  heroic  as  a  century  ago,  and  all  are 
agreed  that  it  ought  not  to  be  allowed  to  induce  any  but  the  earliest 
symptoms  of  chronic  j>oisoiimg*  In  tertiary  syphilis  merciirv'  is  generally 
associated  with  the  iodides,  as  it  is  foimd  that  the  resolution  of  the 
new-grown  tissue  by  the  latter  facilitates  the  tle&truction  of  the  spiro- 
cbeete  by  the  mercur>'.  In  animals  mercur^h'  in  large  doses  has  been 
found  to  prevent  infection  with  s^-philis. 

MercuTT."  has  been  used  in  sj'philis  in  a  large  number  of  forms,  and 
of  late  years  manj'  new  preparations  and  new^  methods  of  administra- 
tion have  been  proposed.  Merciirj-  cures  sj'philis  by  destroying  the 
organism,  and  this  object  is  to  be  attained  by  introducing  enough  of 
the  metal  to  act  on  the  si>irochfiete  without  inducing  symptoms  from 
its  action  on  the  tissues.  The  est'miation  of  the  metal  absorbed  hy 
the  different  forms  of  treatment  is  thus  of  much  interest,  and  a  fairly 
acc\irate  idea  of  the  amount  absorbed  appears  to  be  given  by  that 
excreted.  The  best  clinical  results  appear  to  follow  from  a  rapid  ab- 
sorption and  prolonged  excretion,  as,  if  the  stay  of  the  mercury  in 
the  tissues  is  short,  relapses  are  liable  to  occur.  Formerly  mercury 
was  given  bi/  the  mouth  or  by  inunction,  and  apart  from  the  special 
clinics  and  the  s^'philologists,  the  intemal  treatment  is  still  the  most 
popular  one.  The  preparations  generally  used  for  intemal  adminis- 
tration are  corrosive  sublimate,  calomel,  or  the  metallic  preparations 
— blue  pill  and  gray  powder— the  last  being  used  most  widely  in  Eng- 
land, Calomel  and  the  metallic  preparations  are,  ho\^ever,  ^ery  liable 
to  induce  diarrhcea,  from  their  being  insoluble  and  thus  passing  into 
the  i ntesti ne  before  bein g  absorbed ,  an d  opium  i s  the ref o re  of t  en 
presciibed  along  with  tlaem*  Calomel  is  also  credited  with  causing 
sali\'ation  and  stomatitis  more  readily  than  the  other  preparations, 
perhaps  because  it  is  more  difficult  to  gauge  how  much  of  it  is  absorbed 
than  in  the  case  of  the  soluble  perchloride.  Large  amoimts  of  mercury 
have  been  shown  to  be  absorbed,  when  calomel  and  other  salts  are  taken, 
but  the  concentration  in  the  blood  appears  to  var^^  more  irregidarly 
from  day  to  day  than  when  other  methods  are  employed.  And  mercury 
administered  by  the  mouth  is  in  all  cases  more  liable  to  derange  the 
digestion  than  when  administered  by  other  channels,  and  on  the  whole 
is  less  certain  and  less  satisfactory  in  its  results, 

Immdion  was  introduced  to  avoid  the  disturbance  of  the  stomach 
and  intestine  caused  hy  the  local  action  of  the  mercurj'^  while  that  due 
to  its  excretion  along  the  alimentary  tract  remained  unchanged.  Mer- 
cury ointment  is  nibbed  into  the  skin  and  is  absorbetl  in  part  from  the 
ducts  of  the  glands  and  in  part  by  the  lungs  as  ^'apor.  The  absorption 
is  slower  than  by  internal  administration,  but  is  more  regular  and 
lasts  longer  and  there  is  less  disturbance  of  digestion.   The  objection 
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to  the  method  is  that  it  b  inconvenient  and  unc'leanl\',  and  that  it  is 
even  less  possible  to  estimate  the  ammint  of  mereuni'  actually  absorbed 
than  when  it  is  given  by  the  mouth.  Instead  of  mercury  ointment 
being  rubbed  into  the  skin^  one  of  the  plasters,  or  lint  containing 
mercurial  ointment  (Weylander),  may  be  applied  to  it,  permitting 
of  the  continuous  absorption  of  small  quantities  by  the  skin  and  by 
inhalation  of  the  vapor.  Or  a  mild  effect  may  be  induced  by  tnercurj* 
in  a  state  of  fine  division  being  carried  in  a  bag  in  the  clothing. 

In  1867,  I^win  introduced  the  hypodermic  or  intraviusouiaT  injection 
of  a  dilute  solution  of  corrosive  sublimatei  and  this  has  been  very 
widely  practised  of  late  years,  and  with  great  success.  The  ad\'antages 
of  the  method  are  the  avoidance  of  digestive  disturbance,  which  is 
shared  by  the  inunction  method,  its  cleanliness,  the  more  accurate 
estimation  of  the  amount  of  mercujy  actually  administered,  and  the 
greater  rapidity  of  action.  The  absorption  is  very  rapid»  mercury 
appearing  in  the  urine  in  the  course  of  an  hour,  but  the  maxitnum 
is  soon  reached  ard  much  of  the  metal  is  eliminated  in  two  or  three 
days.  Its  chief  disadvantage  is  the  pain  caused  by  the  injection,  whidi 
has  to  be  repeated  daily;  some  inflammation  and  swelling  follow 
immediately,  but  no  suppuration,  when  ordinary  care  is  taken;  but  the 
pain  is  very  intense  and  persistent  and  many  patients  refuse  to  continue 
the  treatment*  Salivation  is  said  to  follow  this  method  more  seldom 
than  any  otlier,  and  relief  from  the  secondary  sj'philitic  symptoms 
is  gained  sooner.  Lewin  continues  to  use  the  perchloride  solution 
and  prefers  it  to  any  of  the  modifications;  sodium  chloride  or  urea 
is  often  added  to  p^e^'e^t  the  precipitation  of  proteins  and  the  con- 
sequent local  irritation.  Others  have  advocated  mixtures  with  peptone 
or  albumin,  or  salts  of  mercury  with  an  amino-acid,  such  as  glycin, 
formamide,  or  succioimide.  These  methods  are  said  to  lessen  the  pain 
of  hypodermic  injection,  but  do  not  remove  it  entirely,  probably  becatise 
the  various  compounds  undergo  some  dissociation  in  the  tissues,  and 
the  free  mercury  ion  causes  the  same  irritation  as  if  the  perchloride  had 
been  injected- 

Instead  of  the  soluble  preparations  of  mercury,  which  necessitate 
the  painful  injections  being  repeated  daily,  insoluble  salts  ha\e  been 
injected  into  the  muscles  with  the  idea  that  these  being  slowly  dis- 
solved and  absorbed  from  the  seat  of  injection,  a  quantity  sufficient 
for  several  days  may  thus  be  given  at  one  time.  The  immediate  pain 
is  less  than  from  perchloride  injections,  but,  as  solution  takes  place, 
and  the  mercury  attacks  the  tissues,  the  part  becomes  extremely  pain- 
ful, swollen,  and  inflamed.  Suppuration  and  even  gangrene  have 
been  developed  in  a  very  ransiderable  number  of  cases,  and  in  others 
severe  or  fatal  mercury  poisoning  has  been  observed.  The  advantages 
of  the  method  are  that  the  physician  has  not  to  visit  the  patient  every 
day,  and  that  the  injection  need  only  be  made  once,  or  at  most  t^  ice 
a  week.  On  the  other  hand,  the  local  lesions  are  often  very  severe, 
and  the  amount  of  mercury  absorbed  cannot  l>e  controlled  in  any  way. 
It  has  the  advantage  over  the  administration  per  os  that  the  digestion 
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is  not  so  liable  to  l>e  disturbed.  In  spite  of  its  drawbacks,  this  metliod 
has  gained  a  wide  popularity  and  is  considered  more  certain  than  any 
of  the  others  except  the  injection  of  perchloride,  which  shares  its  dis- 
advantages. The  amount  of  merciir\^  in  the  circulation  (as  measured 
by  tiiat  excreted)  is  subject  to  less  variation  than  is  the  case  with  other 
methods  except  inunction,  which  is  much  slower  in  effect.  The  pre- 
parations most  commonly  used  are  calomel  suspended  in  salt  solution 
or  in  liquid  paraffin,  metallic  mercury  in  very  6ne  division  suspended 
in  liquid  paraffin,  the  salicylates  and  the  thymol-acetate.  The  oxides 
have  also  been  proposed,  and  many  other  preparations  have  received 
a  trial  b>'  this  method* 

Other  methods  of  introducing  mercury  into  the  tissues  are  more  rarely 
employed.  Tlie  intravenous  injeciion  of  the  perchloride  has  been  suggested 
for  the  treatment  of  cn.Bea  in  which  there  ia  urgent  haste,  but  is  scarcely  to 
be  recommended  in  ordinary  infections,  as  there  is  danger  of  emboliara;  and 
while  the  blood  contains  a  birge  quantity  for  a  short  time,  the  eoncentration 
falls  very  rapidly  from  the  metal  being  eliminated. 

Suppositories  of  mercurj^  have  i>eeo  used  to  some  extent  and  are  said  to 
disturb  the  digestion  less  than  tbe  administration  per  os. 

MercuTy  fumigi^timis  have  also  been  practised  to  a  limited  extent^  the  vapor 
of  mercury-  being  freed  by  heating  calomel  or  the  sulphide.  The  patient  atts 
in  a  wootlen  tent  up  to  his  neck,  and  the  mercury  deposited  on  the  skin  is 
absorbed.  The  method  is  vcrj'  cumbrous  and  the  quantity  of  mercury  taken 
up  cannot  be  oontroUed. 

The  Other  FrotOEoal  Infectiona  are  not  so  amenable  to  mercurial 
treatment  as  syphilis,  and  it  has  proved  of  no  \'a[ue  in  malaria  or  try- 
panosomiasis. Some  spirillar  infections  in  animals  are  said  to  react 
to  inercur>'  in  the  same  way  as  syphilis^  however. 

Mercury  was  recommended  by  Hamilton  in  the  beginning  of  the  last 
century  in  the  treatment  of  Acute  Febrile  Affections,  and  the  greatest 
abuse  unquestionably  prevailed  in  the  earlier  decades.  Later  its  sphere 
of  usefulness  was  restricted  to  the  treatment  of  inflammation  of  the 
serous  membranes^pleurisy,  meningitis,  pericarditis,  peritonitis — but 
its  usefulness  in  these  conditions  has  never  been  established  and  its 
employment  is  now  more  limited;  in  acute  iritis  it  is  still  used  almost 
universally.  In  these  cases  it  is  always  administered  by  tlie  mouth  In 
tlie  form  of  calomel,  blue  pill,  or  gray  powder. 

As  a  Purgativft  mercury  is  very  frequently  prescribed  \n  "bilious- 
ness" and  in  putrefactive  diarrhcra.  It  acts  partly  from  its  anti- 
septic power,  but  mainly  by  removing  tlie  putrefying  contents  from 
the  intestine;  calomel,  blue  pill,  or  gra\'  powder  is  usually  employed 
with  or  without  the  addition  of  a  vegetable  purge. 

Calomel  has  proved  of  only  doubtful  value  as  an  intestinal  anti- 
septic in  typhoid  fever,  dysentery,  an<l  other  similar  conditions. 

Calomel  and  other  mercurials  ha\'e  long  been  known  to  be  of  value 
in  cases  of  Dropay.  The  best  preparation  is  calomel,  given  in  fl.2  G; 
(3  grs.)  doses  three  times  a  day  or  in  0.1  G.  (2  grs.)  doses  five  times 
a  day.    It  is  of  great  value  in  certain  cases  of  cardiac  dropsy,  but  is 
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less  reliable  in  the  accumulations  of  fluid  met  with  in  hepatic  or  renal 
disease,  although  here  too  its  administration  is  sometimes  followed  by 
the  rapid  excretion  of  the  fluid.  It  does  not  seem  to  be  contraincJicated 
in  chronic  nephritis,  although  its  action  has  to  be  carefully  controlled. 
It  has  no  effect  in  removing  the  exudations  of  acute  inflammation 
such  as  pleurisy. 

Mercury  is  used  Externally  as  a  Disinfectant  wash  in  surgical  opera- 
tions, chiefly  in  the  form  of  the  perchloride,  but  aJso  as  the  cyanide 
and  oxj'cyanide.  It  is  irritant  to  wounds,  however,  and  is  liable  to  be 
absorbed  when  applied  to  large  surfaces,  and  se\'eral  cases  of  fatal 
poisoning  have  been  recorded  from  the  use  of  even  the  most  dilute 
solutions  of  corrosive  sublimate  to  wash  out  the  uterus  and  vagina. 
These  preparations,  more  especially  the  perchloride,  have  also  the 
dbad\  antage  of  attiicking  steel  instruments. 

Numerous  ointments  have  been  applied  externally  in  the  treatment 
of  Sldn  Difle&sea,  particularly  those  of  a  parasitic  nature,  such  as  itch, 
and  in  condylomata,  ulcers,  and  skin  diseases  of  syphilitic  origin.  These 
preparations  combine  a  disinfectant  with  a  more  or  less  irritant  action, 
and  unlike  carbolic  acid  and  its  allies,  are  equally  powerful  antiseptics 
in  ointments  and  in  water.  The  least  irritant  of  the  pharmacopceial 
ointments  is  the  mercury  ointment;  then  the  oleate,  yellow  oxide, 
red  oside  and  animoniated  mercurj'  follow  in  order,  while  citrine  oint- 
ment is  much  more  irritant  and  corrosiv  e.  Other  external  applications 
are  the  plasters  and  the  black  and  yellow  wash.  Ointments  containing 
calomel,  corrosive  sublimate  and  other  preparations  are  sometimes 
prescribed,  or  calomel  may  be  used  as  a  dusting  powder  in  sypliilitic 
ulcers.  The  mercury  ointments  are  frequently  applied  to  the  eye, 
the  milder  ones  as  antiseptics  and  slight  irritants,  citrine  ointment  to 
destroy  granulations. 

Mercurial  ointments  are  sometimes  employed  to  promote  the  absorp- 
tion of  sxibcutaneous  effusions  and  to  reduce  swellings*  They  are  not 
superior  to  other  irritants  for  this  purpose,  howe\er,  and  have  the 
disadvantage  of  permitting  the  absorption  of  a  dangerous  poison. 

The  nitrate  of  mercury  and  its  ointment  (citrine)  are  sometimes 
used  as  caustics  for  application  to  the  os  uteri,  condylomata,  and 
elsewhere. 

Mercurj^  treatment  is  Contraindicatad,  or  requires  special  caution  in 
cases  of  profound  cachexia,  weakness  or  ana^mia^  unless  these  arise 
from  syphilis.  Where  the  digestion  is  weak,  it  ought  to  be  avoided  if 
possible,  and  in  cases  of  tuberculosis  there  is  always  tlie  danger  that 
the  disturbance  of  the  digestion  may  accelerate  the  course  of  the  dis- 
ease. In  severe  nephritis  it  is  also  to  be  used  with  caution,  although 
it  is  beneficial  in  some  cases,  and  although  some  authorities  deny  that 
it  is  injurious  even  when  it  has  no  clinretic  action.  In  pregnancy  mer- 
eur>-  is  not  absolutely  contraindicated,  at  any  rate  up  to  the  sixth 
month.  Later  it  is  liable  to  injure  the  patient  by  its  action  on  the 
digestion,  and  in  some  cases  has  induced  abortion;  the  child  may  also 
suffer  from  mercurial  poisoning.    Mercurial  ointments  or  dusting 
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powders  have  to  be  used  with  care  when  iodides  are  being  administered 
internally^  as  the  iodide  of  mercury  may  be  formed  and  may  cause 
violent  corrosion.  Thus  in  the  eye^  se^'ere  eil'ects  have  been  induced 
by  the  application  of  calomel  to  the  cornea  while  iodide  of  potassium 
was  being  given. 

In  cases  of  Acute  Conosive  Foisoning,  the  indications  are  the  evacua- 
tion of  the  stomach,  preferably  by  the  stomach  tube.  Tannic  acid, 
or  eggs,  milk  and  other  albuminous  substances  may  be  given  to  pre- 
cipitate the  metal  and  protect  the  mucous  membrane.  The  treatment 
of  the  later  symptoms  is  the  same  as  that  of  the  ckronic  form* 

In  Cliromc  Poisoning  the  salivation  and  stomatitis  are  treated  by  the 
use  of  potassium  chlorate  solution  as  a  mouth  wash,  and  its  free  applica- 
tion during  mercurial  treatment,  along  vvitli  careful  brushing  of  the 
teeth,  is  believ  ed  by  most  physicians  to  hinder  the  onset  of  the  symp- 
toms. Tannic  acid  solution  is  also  recommended  as  a  mouth  wash. 
The  diarrhoea  may  be  treated  with  opiumj  the  other  symptoms  on  general 
principles.  In  any  case  the  drug  ought  to  be  abandoned,  or  the  dose 
much  reduced  as  soon  as  tlie  salivation  becomes  marked.  Iodide  of 
potassium  and  hot  baths  or  sulphur  baths  are  often  advised  in  chroaic 
poisoning  with  the  view  of  aaelerating  the  ellnunation  of  the  metaJ, 
but  careful  estimations  ha\'e  shown  that  they  have  no  such  effect. 

Preparations. 

Htohargyri  Chloeidum  Corrosjvdm  (U.  S,  P.),  HYDRARayRi  Percitlo- 
RIDUU  (B.  p.),  coRROsrvE  si^BLiMATE  (HgClf)  forms  hea\^,  colorless  crystals 
without  odor,  but  possessing  an  acrid,  metallic  taste,  sofubic  in  16  parts  of 
cold  water^  in  2  parts  of  boiling  water,  m  3  parta  of  alcohol  Dose,  0.003  G. 
U\  gn);  B.  P.,  gr. 

Liquor  Hydrargyhi  Perchloridi  (B.  P.)  (0-1  per  cent.),  i-1  fl.  dr. 

Corrosive  sublimate  ia  one  of  the  most  irritant  preparations  and  is  rapidly 
abfiorbed.  It  is  used  internally  in  ayplulis  ir»  1  per  cent,  solution  and  is  also 
iDiected  intramuscularly  in  0.6  per  cent,  solution,  2  c.c,  (30  mins,)  daily.  This 
solution  is  often  made  up  with  6  per  cent,  of  sodliim  chloride  or  urea.  Perchloridc 
of  mercurj'  is  less  liable  to  induce  salivation,  but  disturbs  the  digestion  more  than 
other  preparations  when  given  internally,  while  its  intramuscular  injection  is 
exceedingly  painful.  It  has  induced  fatal  poisoning  in  the  dose  of  O.IS  G.  (3  ), 
taken  by  the  mouth,  but  other  casea  have  recovered  from  much  larger  quantities. 
It  is  stated  that  opium  eaters  can  take  enormous  quantities  without  evil  effects. 

It  is  used  extensively  in  surgery  as  an  antiseptic  solution  (1  in  2,000-4,000), 
to  disinfect  the  hands^  wounds,  etc.,  but  is  irritant  to  delicate  tissues,  such 
as  the  peritoneum,  and  corrodes  steel  instruments.  The  U.  P.  prescribes 
tablets  {foxilohella^  Bydrnrgyri  Chhridi  Corrosid)  each  contaiaing  0.5  G.  of 
corrosive  Eublimate  to  make  up  theae  solutiona.  It  is  also  used  in  the  form  of  a 
soap  and  to  impregnate  bandages,  cotton-wool,  gauze,  catgut,  and  silk.  It 
preserves  ita  antiseptic  action  in  oils  and  ointments.  It  haa  been  used  to  a 
limited  extent  in  skin  diseases  in  solution,  m  b:j.thsp  or  in  ointment^  as  a  local 
application  in  diphtheria^  and  as  an  intestinal  anUseptic  in  putrefactive  diarrhoea, 
typhoid  fever  and  cholera. 

Hydharuyri  Iodidum  RuBRuai  (U.  S.  P.,  B.  P.),  red  iodide  of  mercury, 
bimodide  of  mercury  (llgli),  a  acarlet-red  amorphoua  powder,  taatelesa  and 
odorless,  almost  insoluble  in  water,  but  soluble  in  solution  of  iodide  of  potassium, 
0.003      (3'.  grO  ;  B.  P.,  ^^-^  gr. 
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This  preparation  is  very  seldom  prescribed  as  such,  but  is  frequently  formed 
by  prescribing  a  mixture  of  corrosive  sublimate  and  potaaaic  iodide,  when  the 
iodide  of  mercury  is  formed  and  is  kept  in  solution  by  the  excess  of  the  iodide 
of  potassium.  This  prescription  is  often  indicated  in  tertiary  s^TDhilia.  The 
yellow  or  green  iodide  of  mercury  (Hgl)  has  abo  been  used  in  8>*philis,  but  has 
no  advantages  over  calomel. 

LtquoT  Arseni  d  Hydrnrgyri  Jodtdi  (U.  S.  P,,  B.  P,),  Donovan^s  solution, 
cont&inB  1  per  cent,  each  of  arwuic  iodide  and  red  mercuric  iodide.  O.I  mil 
(IJ  mins.);  B.  P.,  5-20  mina. 

Vngixentum  Hydrargyri  lodidi  Ruhri  (B.  P,),  4  percent. 

Htdrargtri  CsLORiDrM  Mite  (U.  S.  P.),  Htdrahgtiu  ScBCBLORiDtm 
(B,  P.),  ruild  mercuroufl  chloride,  calomel  (HgiCli),  a  heavy  white  powder^ 
without  odor  or  taste,  insoluble  in  water^  alcohol  and  ether.  0.015-0.15  G. 
(i-2|  grs.);  B.  P.,  ^-5  grs,,  in  powder  or  tablets,  less  suitably  in  pill  form. 

Calomel  is  contained  in  the  compound  cathartic  pill  U.  S,  P,  (p.  100). 

Calomel  is  used  in  sj'philia  (dose,  0.05  (1  gr.)  thrice  daily),  but  is  credited 
with  being  more  liable  to  induce  salivation  than  other  preparations,  and  its 
purgative  action  often  has  to  be  counteracted  by  opium.  A  suspension  of  1 
part  calom&l  in  20  parts  of  10  per  cent,  salt  solution  or  liquid  paraflitt  is  often 
mjected  into  the  buttock  tu  syphilis;  the  dose  of  calomel  by  this  method  is 
0.05-0.1  G,  grs.)  once  a  week.   As  a  purge  and  intestinal  disinfectant 

it  is  of  value  in  biliousn^  and  in  the  diarrhcea  of  putrefaction,  less  so  in  diseases 
in  which  the  intestinal  wall  ts  the  site  of  infection,  as  in  typhoid  fever  and 
cholera.  Calomel  causes  less  irritation  and  cohc  than  most  other  purges, 
and  small  doses  are  followed  by  only  one  evacuation.  It  may  therefore  be 
given  where  preexisting  irritation  of  the  intestine  contraindicates  the  use  of 
most  other  purgatives,  Calomel  is  often  advised  in  hepatic  afTectiooB,  but  it 
is  a  question  whether  it  has  any  effect  here  except  as  a  purge.  It  is  of  great 
value  in  some  forms  of  dropsy,  especially  those  of  cardiac  origin,  in  which  it 
is  administered  in  0.2  G,  (3  gr.)  doses  thrice  a  day  for  2-4  days,  and  is  stopped 
as  soon  as  the  diuresis  seta  in.  The  treatment  may  be  repeated  if  the  dropsy 
returns. 

Calomel  has  been  used  externally  as  &  dusting  powder  for  syphilitic  chancrcB 
and  condylomata,  as  aslight  irritant  to  the  cornea,  and  as  an  ointment  in  pruritus 
and  other  skin  diseases. 

HmRARGYRUM  CUM  Creta  (U.  S.  P.,  B.  P.),  mcrcufy  with  chalk,  orat 
POWDER,  is  formed  by  rubbing  up  metallic  mercury  with  chalk  and  honey 
(U.  S.  P.)  until  the  mercury  is  divided  into  very  fine  globules,  each  enc^ised  in 
chalk.  It  forms  a  light-gray,  somewhat  datnp  powder,  without  odor  and  with 
a  sweetish  taste  from  the  honey.  The  mercury  (38  per  cent,  U.  S.  P.,  33  per 
cent.  B,  P,)  remains  in  the  metallic  state,  very  little  oxide  being  formed.  It  is 
insoluble  in  water,  alcohol  and  ether,  and  is  always  prescribed  in  powder  forrn^ 
0.25  G.  (4  grJi  B.  P.,  1-5  grs. 

Massa  Htdrasgtri  (U.  S.  P.),  mass  of  mercurj',  BLue  mass,  blue  pill, 
is  formed  from  metalUc  mercury  by  rubbing  it  with  Mel  Ross,  glycerin,  althtea 
and  liquorice  until  tlie  globules  are  invisible  under  a  lens  magnifying  ten 
diameters.  The  blue  maas  contains  about  33  per  cent,  of  mercury  ahnost 
entirely  tn  the  metalhc  form.  It  is  of  the  consistency  of  pills  and  is  always 
prescribed  in  this  form.    0.25  0.  (4  grs,). 

Pii.ULA  Htdrahgyiu,  BLUE  PILL,  the  corr^ponding  B,  P,  preparation,  is 
made  up  with  confection  of  roses  and  hquoricc  by  rubbing  them  with  metallic 
mercury  until  the  globules  are  no  longer  visible.  ^t9. 

These  preparations  are  very  largely  used  as  mild  mercurial  purgatives, 
the  blue  pill  being  frequently  reinforced  by  the  addition  of  one  of  the  ve;ge- 
table  purges.  The  gray  powder  is  especially  adapted  for  children,  and  is  ctf 
value  in  summer  diarrhoea  and  other  similar  coEiditions.  Blue  pill  is  often 
given  in  cardiac  dropsy  along  with  squills  or  digitalis,  but  hag  proved  inferior 
to  calomel  as  a  diuretic.  Gray  powder  is  held  by  some  authorities  to  be  the 


best  form  for  ilie  iiitcrtial  treatniont  of  syphilis,  and  is  given  in  doses  of  0.05  G. 
U  gr.)  3  to  5  times  a  day;  if  necessary,  opium  may  be  given  to  prevent  purgiug* 
The  blue  pill  may  also  be  used  in  syphilis  nnd  is  less  liable  to  purge. 

Unguentum  Hydrargtri  (U.  S.  P.,  B,  P.),  mercuria!  ointment^  BLrE  oint- 
ment, is  fonned  by  triturating  metallic  mercury  with  lard  and  suet  until  the 
globules  are  invisible  when  magnified  ten  dinnieters.  The  ointment  contains 
about  60  per  cent,  of  metallic  mercury  U.  S  P.,  30  per  cent.  B  P. 

Ungtientum  Hydrargyri  Comjiositum  (B.  P.)  contains  )2  per  cent,  of  mercury 
along  with  camphor. 

Ungv^ntum  Hydrargyri  Dilutum  (JJ,  S,  P,)  contains  33  per  cent,  of  mercury. 

The  famous  blue  ointment  is  used  largely  in  many  forms  of  skin  disease, 
especially  in  those  of  syphilitic  origin,  and  was  formerly  the  ordinary  treat- 
ment for  scabies,  in  whi<;h,  however,  it  has  been  supplanted  by  balsam  of  Peru 
and  other  remedies,  though  it  is  still  used  t»ccasionally  to  destroy  pediculi. 
The  moat  important  purpose  for  which  blue  ointment  is  applied  at  the 
present  time  is  the  treatment  of  syphilis  by  inunction.  For  this  purpose  2—4  G. 
fi^l  dr.)  is  rubbed  in  daily  in  different  parts  of  the  body,  m  order  to  avoid 
the  irritation  induced  by  applying  it  repeatedly  to  one  spot.  A  warm  bath 
b  taken  first,  and  the  patient  then  rubs  in  the  ointment  on  the  inside  of  the 
thighs,  next  day  on  the  uiaide  of  the  arms,  on  tlie  follo\\iJig  days  on  the  forearms^ 
legSj  abdomen  and  back,  returning  to  the  thighs  on  the  seventh  day  and  rei^eatuig 
the  series.  The  treatment  is  continued  for  a  fortnight  or  three  weeks.  This 
method  has  the  advantage  that  the  digestion  is  less  affected  than  when  the 
drug  is  given  internally,  but  on  the  other  hand,  the  mercury  is  more  slowly 
absorbed  than  by  other  methods;  arid  no  estimate  of  the  quantity  really  t^iken 
up  can  be  formed,  as,  although  the  patient  is  directed  rub  it  in  until  the  whole 
disappears,  the  inatruetions  may  be  imperfectly  carried  out.  Salivation  ia  not 
80  readily  produced  aa  by  the  adtniniatration  per  os^  but  when  it  occurs,  it  lasts 
longer  and  may  become  severe.  One  case  of  fatal  poisoning  has  been  recorded 
from  the  application  of  the  ointment,  but  in  this  case  the  skin  appears  to  have 
been  broken.  Skin  rashes  are  more  frequent  from  inunction  than  from  any 
other  method  of  application,  and  finally,  the  method  is  extremely  inconvenient 
and  dirty.  In  children  the  ointment  is  often  apphed  by  spreadtiig  it  on  a  bandage 
which  ia  then  applied  around  the  waist.  In  skin  disease  and  in  very  hirsute 
individuals,  the  inunction  treatment  is  inipo^ible, 

Oleum  Cinereum^  or  gray  oil  (not  oflicial)^  is  a  suspension  of  metallic  mer- 
cury in  liquid  paraffin  or  in  wool -fat  and  oiL  and  ia  used  in  syphilis  by  inlra- 
muscuiftr  injection.  It  often  is  made  up  to  contain  20  per  cent,  of  mercurj% 
and  the  dose  is  then  2-3  c.c.  once  a  week.  Lutnbkin's  Cream  is  a  simtJar  iO 
per  cent,  suspension  of  mercury  in  wool-fat  and  liquid  paraffin. 

Oleatum  Hydrargyri  (U.  S.  P.),  Hydrargyrum  Okat^m  (B.  P,),  oleate  of 
mercury,  has  been  used  for  the  stirne  purpt>ses  as  mercury  ointment,  but  ia 
somewhat  more  irritant  and  possesses  no  compensating  virtues, 

Unguentum  Hydrargyri  Oleaii  (B*  P.),  1  part  in  4. 

EmplnjitTum  Hydrargyri  {H.  POp  njercury  plajifterj  is  formed  in  the  same  way 
as  the  ointment  by  the  trituration  of  metallic  mercury. 

The  plaster  is  sometimes  applied  to  chancres  and  to  syphilitic  ulcers,  and 
has  been  used  intsteud  of  the  ointtnent  as  a  treatment  of  syphilis. 

Htdrar<jyri  OxiouM  Flavum  (U.  S.  P.,  B*  P.),  yellow  mercuric  oxide, 

Hydrargyri  Oxioum  Rubrum  (U.  S.  P.,  B.  P.),  red  mercuric  oxide. 

UNGUENTt;M  Hydrargtri  0»di  Flavi  (U.  S,  P.,  10  per  cent.,  B.  P.,  2  per 
cent,). 

Unguentum  Htdrargtri  OxiDi  Rlbhi  (B.  PO,  10  per  cent. 

The  two  oxides  are  identical  in  constitution  (HgO),  but  the  yellow  is  ob- 
tamed  by  preeipitation  from  the  percliloride,  the  red  by  oxidation  of  the  metal 
by  means  of  nitric  acid<  The  red  is  crj'stalline,  the  yellow  araorphousj  and 
both  are  praclically  inaoluble  in  water  and  alcohol,  but  are  soluble  in  acida. 
The  red  oxide  ia  more  irritant  than  the  yellow  on  account  of  its  crystalline 


form,  and  i>erhaps  also  because  it  often  contaiDs  some  nitrate.  The  yellow 
oxide  is  used  in  ointmcDt  in  various  diseases  of  the  eye,  and  both  are  employed 
as  applications  to  syphihtic  sores,  condylomata  and  chaDcres,  although  the  red 
is  often  preferred  for  this  purpose. 

Two  famous  preparations  of  mercury  are  the  black  and  the  yellow  waah, 
the  fonncr  prepared  from  calomel,  the  latter  from  corroaive  sublimate  by  the 
action  of  lime  water.  The  black  wash,  Lotw  Hydrargyri  Ni^a  (B.  P.)»  eon- 
tains  mercurous  oxide  (HgiO),  the  yellow,  Lotio  hydrargnri  Flam  {^^.  P.)^ 
mercuric  oxide  (HgO).  The  oxides  are  in  both  cases  insoluble  and  the  lotions 
have  to  be  shaken  before  application.  They  are  used  in  syphilitic  lesions  as 
local  remedies. 

Hydrargyrum  Amtnoniatum  (U.  S,  P.,  B.  P.),  mercuric  ammonium  chloride, 
white  precipitate  (NHtHgCl),  is  formed  by  precipitating  corroaive  sublimate 
with  ammonia,  and  is  a  white,  amorphous  powder^  without  odor  and  with 
an  earthy,  metallic  taste,  almost  inBolubte  in  water  and  alcohol. 

Utt^uentum  Hydrargyri  Ammoniaii  (U.  S.  P.),  10  per  cent.,  (B.  P.),  S  per  cent. 
The  white  precipitate  is  not  used  internally  and  is  more  irritant  than  the 
oxides.  The  ointment  is  occasionally  applied  in  skin  diseases  and  to  destroy 
parasites. 

Unguentcm  Htdhasgyri  NiTRATia  (U.  S.  p.,  B.  P.)j  citrine  ointtoent,  is 
used*  diluted  with  oil  or  lard,  in  conjunctivitis,  and  also  as  an  application  to 
syphibtic  sores  and  gangrenous  ulcers;  it  ia  acid  and  strongly  irritant, 

UTiguenlum  Hydrargyri  Nitraiis  Diiuium  (B.  J*.),  citrine  ointment  diluted  to 
one  port  in  five. 

A  large  number  of  new  preparations  of  mercury  have  been  introduced  of 
l&te  years  and  have  received  a  more  or  less  extensive  trial,  but  have  seldom 
been  found  to  be  superior  to  the  older  forms.  Among  these  may  be  mentioned 
the  tanimte,  which  was  introduced  in  the  hope  that  it  would  cause  less  purgation 
than  calomel,  and  might  therefore  be  better  adapted  for  the  treatment  of 
syphilis,  0.1-0.3  G.  (2-5  gre.)  tn  powder.  The  carhoi^tt,  saticylatt  {extk^ 
neutral  or  basic),  bemoate^  sotoicdolaie^  thymol-acHfiU  and  many  other  similar 
compounds  have  Ijeen  used  instead  of  calomel  fnr  hypodermic  or  intramuscular 
injection,  have  each  in  succession  Ix^cn  blazoned  forth  as  the  best  preparation, 
and  will  probably  be  forgottea  in  the  course  of  a  few  years.  The  salicylate 
{HydraTgyri  Salicylas,  U.  S.  P.,  0.0O4  G.  gr.)  is  said  to  be  excreted  mora 
rapidly  than  the  inorganic  salts.  Several  amino-acid  salts  of  mercury  such  as 
ihtformamide^  the  amino-propioriate  (alanin  mercury)  and  the  succinimide  have 
been  proposed  as  substitutes  for  corroai\'e  sublimate  in  hypodermic  injection. 
It  waa  believed  that  the  aflfinity  of  mercur>'  for  nitrogen  being  satisfied  in  these 
compounds,  it  would  attack  the  proteins  less,  and  as  a  matter  of  fact,  the  injec- 
tions are  said  to  l?e  less  painful  that  those  of  corrosive  sublimate.  Colloid 
mercury  {Hyrgol)  has  l>?en  injected  intramuscularly,  but  hsis  no  advan- 
tage over  the  older  preparations.  Several  organic  mercury  combinations  in 
which  the  mel^l  ia  attached  directly  to  the  carbon  have  been  formed,  but  have 
not  yet  proved  superior  to  the  older  fonns  in  practice. 
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m,  IRON* 

Iron  differs  from  the  other  heavy  metals  in  being  essential  to  the 
life  of  many*  perhaps  all,  forms  of  protoplasm.  In  the  vertebrates 
this  is  obscured  by  the  fact  that  most  of  the  iron  is  contained  in  the 
hsemoglobin  of  the  blood,  and  its  importance  in  the  other  tissues  is 
generally  ignored.  In  the  invertebrates,  however,  in  many  of  which 
no  corresponding  compound  exists  in  the  blood,  considerable  amounts 
of  iron  are  found  in  the  tissues,  and  there  is  no  question  that  through- 
out the  ftnimal  kingdom  iron  is  essential  to  living  matter,  quite  apart 
from  its  special  relation  to  the  blood  in  the  vertebrates.  Moiisch  has 
shown  that  it  is  also  necessary  for  the  development  of  the  lower  vege- 
table forms,  and  it  has  been- found  that  in  its  absence  the  higher  plants 
fail  to  form  chlorophyll,  although  iron  is  not  actually  contained  in  the 
latter  as  it  is  in  hemoglobin. 

The  iron  combinations  vary  in  the  readiness  with  which  they  liberate 
the  iron  ion  and  therefore  in  the  facility  with  which  they  react  with 
such  reagents  as  ammonium  sulphide  or  potassium  fenocyanide;  the 
more  dissociable  salts,  such  as  the  chloride  or  acetate,  are  sometimes 
known  as  "inorganic  iron"  while  compounds  such  as  heemoglobin,  which 
do  not  dissociate  the  iron  ion,  are  termed  masked  or  "organic"  iron; 
between  these  two  extremes  there  lie  many  intermediate  forms,  whicli 
react  slowly  to  the  sulphides  and  other  tests. 

The  dissociable  iron  salts  precipitate  proteins  from  solution  and  thua 
act  as  astringents  or  irritants  (page  614)  according  to  the  concentration 
in  which  they  are  applied;  but  iron  has  no  specific  poisonous  action 
on  living  matter  such  as  is  possessed  by  mercury  or  antimony,  and  the 
irritation  induced  by  such  salts  as  the  perchloride  arises  from  the  acid 
constituent  and  not  from  the  metal.  The  less  dissociable  compounds, 
such  as  the  double  salts  and  "organic"  iron,  do  not  precipitate  proteins, 
and  are  therefore  neither  irritant  nor  astringent  as  long  as  they  main- 
tain their  original  form  and  are  not  decomposed  into  simple  salta* 


Syxnptojns* — Inorganic  iron  compounds,  of  which  the  j)erchloride 
may  be  taken  as  a  type,  have  an  astringent,  metallic,  or  often  acid 
taste,  but  in  ordinary'  doses  induce  no  further  symptoms.  If  swallowed 
in  large  quantities^  they  cause  pain  and  uneasiness  in  the  stomach, 
nausea,  vomiting  and  often  purging,  with  all  the  ordinary  symptoms 
of  acute  gastro-intestinal  irritation.  General  weakness  and  even 
collapse  may  be  induced,  but  are  manifestly  secondary'  to  the  gastric 
and  intestinal  effects,  and  no  symptoms  which  can  in  any  way  be 
attributed  to  the  absorption  of  iron  have  been  observed  in  either  man 
or  animals. 

The  prolonged  use  of  inorganic  iron  is  frequently  followed  by  some 
dyspepsia  and  by  constipation  and  colic,  which  are  obviously  due  to 
the  continued  astringent  action  on  the  stomach  and  boweh  Other 
svTnptoms  observed  occasionally  are  blackness  of  the  teeth  and  tender- 
ness in  the  gums,  which  may  be  due  to  the  acid  contained  in  many 
iron  preparations;  the  blackening  of  the  teeth  has  been  supposed  to  be 
due  to  the  tannic  acid  of  the  food  precipitating  the  inky  black  tannate 
of  iron,  or  to  the  sulphide  of  iron  being  formed  by  the  action  of  the 
hydrogen  sulphide  present  in  carious  teeth.  According  to  Buzdygan, 
the  iron  preparations  increase  the  secretion  of  hydrochloric  acid  in 
the  stomach,  and  may  thus  lead  to  hyperacidity,  or  aggravate  it  if 
already  present.  In  artificial  digestion,  the  salts  of  iron  with  organic 
acids  are  said  to  hinder  the  process  more  than  those  with  inorganic 
acids,  the  ferric  salts  more  than  the  ferrous^  and  the  insoluble  prepa- 
rations least  of  all.  The  digestion  of  starch  is  almost  unaffected  by 
the  presence  of  iron. 

Iron  given  by  the  mouth  induces  leucocytosis  (Pohl),  and  does  not 
affect  the  amount  of  double  sulphates  excreted  in  the  urine,  so  that  it 
has  no  antiseptic  action  in  the  bowel  (Morner), 

Some  syniptania  from  the  circulation  are  sometimea  &aid  to  arise,  hut  are 
for  the  most  part  subje<:tive,  and  seem  to  be  handed  down  by  tradiiion  rather 
than  really  observed,  '  These  are  a  feeling  of  congestion,  fulness  and  heat  in 
the  head  and  hemorrhages  from  the  nose,  throat  md  lungs,  especially  in 
phthisis.  If  these  synriptoms  arc  not  entirely  imaginary,  they  are  to  be  attrib- 
uied  to  some  reflex  from  the  stomach  and  intestine  and  not  to  any  direct  action 
of  iron  on  the  heart  or  vessels. 

When  the$e  astringent  preparations  are  injected  into  the  bloodvessels  in 
animals,  they  coagulate  the  proteins  and  cause  thrombosis  but  no  real  symp- 
toms of  iron  poisoning.  Fatal  thrombosis  haa  been  obsen^ed  in  patients  from 
the  injection  of  the  perchtoride  into  the  uterus  and  aUo  into  nsevj.  The  hypo- 
dermic injection  of  thi^  salta  causes  some  pain  and  swelling,  but  no  further 
sjnoiptomjs  follow,  and  the  iron  ia  found  for  the  most  part  deposited  in  an  insoluble 
form  at  the  point  of  injection. 

The  General  Action  of  iron  is  obtained  only  by  the  intravenous  injection 
of  double  ealt^j  such  aa  the  tartrate  of  iron  and  eodjura,  which  do  not  coagulate 
the  blood  aud  at  the  same  time  are  capable  of  freeing  the  iron  ion  in  the  tissues. 
Such  salta  as  the  ferTocyanidea  or  ferricyanidea  on  the  other  hand  leave  the 
body  uachanged,  and  the  iron  ion  is  not  liberated,  so  that  no  iron  symptoms 
are  induced.  Meyer  and  Wilhama  found  that  the  double  tartrate  caused  in  the 
frog  slowness  and  clumsiness  in  movement,  which  gradually  developed  into 
complete  paralysis  of  the  central  nervous  system.    The  heart  seemed  to  be 


Utile  affected,  but  the  skeletal  miisclea  were  somewhat  less  irritjible  thun  usual 
after  death.  In  mftmniaSa  the  symptoms  of  iron  poisoning  were  often  very 
late  in  appearing^  and  began  with  some  acceleration  of  the  breathing,  which 
later  became  slow  and  dyspnoeic;  vomiting  and  diarrhoea  often  followed  and 
blood  was  aometimea  seen  in  the  evacuations  of  the  stomach  and  bowel.  Increas- 
ing weakness  was  followed  by  central  paralysis  and  death,  accompanied  by 
weak  convulsive  movements.  The  heart  seemed  little  affected,  altboiigh  the 
blood-pressure  fell  rapidly  toward  the  end.  Postmortem,  the  mucous  mem- 
branes of  the  stomach  and  intestine  were  found  swollen  and  congested,  and  often 
contained  numeroiia  sinalJ  blood  ejctravaaations.  Kobert  found  that  repeated 
injection  of  small  quantities  of  the  citrate  of  iron  induces  congestion  of  the 
kidney  and  the  appearance  of  casts  and  albumin  in  the  urine. 

Iron,  like  the  other  heavjr  metals,  would  therefore  seem  to  have  a  specific 
irritant  effect  on  the  int-estmal  atid  gastric  mucous  membrane,  and  to  a  less 
eJttent  on  the  kidney.  In  addition,  it  depresses  and  eventnally  paralyzes  the 
tral  nervous  system,  but  it  ts  impossible  to  atate  bow  far  this  is  due  to  direct 
ion  and  how  far  it  is  secondary  to  the  action  in  the  alimentary  canal. 

Absorption  and  Distribution. — Iron  has  long  been  used  in  the  treat- 
ment of  aiifiemia,  more  especially  of  the  form  known  as  chlorosis,  and  it 
was  tacitly  assumed  that  it  was  readily  absorbed  from  the  alimentary 
tract  and  was  utilized  by  the  tissues  to  form  bfemoglobin.  This  view 
was  contested  by  Bunge  who  lield  tlaat  the  therapeutic  action  could  be 
explained  witliout  assuming  the  absorption  of  iron.  Hunge's  theory, 
wliich  was  \s'ide]y  hehl  for  a  time,  has  now  been  abandoned  even  by  its 
author,  who  has  been  compelled  to  admit  that  the  iron  salts  are  absorbed 
and  that  tlieir  administration  leads  to  an  increased  formation  of  bfemo- 
globin. 

The  absorption  of  the  iron  preparations  has  been  shown  both  by  the 
chemical  analysis  of  the  organs  and  by  hbtological  methods.  The  chief 
difTiculties  to  be  overcome  arose  from  iron  being  a  normal  constituent, 
of  all  the  tissues  and  from  the  very  small  quantities  that  suffice  to 
maintain  health.  About  2^-*35  G.  (40-55  grs,)  of  iron  are  estimated 
to  be  present  in  the  tissues  of  a  healthy  human  adult,  the  greater  part 
of  it  existing  in  the  form  of  hiemoglobin  in  the  blood.  Formerly  it  was 
believed  that  some  50  mj?s,  (1  gr.)  of  iron  were  taken  in  the  food  per  day, 
but  Stockman  and  Oreig  have  shown  that  this  estimate  is  much  too 
high  and  that  an  ordinary  dietary  provides  only  about  5-10  mgs.  (-r^— 
k  gr,}  of  iron  i>er  day;  they  found  in  one  case  that  even  3-5  mgs.  (^^^r" 
iV  gr.)  were  sufficient  to  preserve  the  iron  eqiillibriuo:.  About  the 
same  amount  of  iron  is  excreted  per  day,  chiefly  in  the  fseces,  and  to  a 
much  smaller  extent  in  the  urine. 

When  additional  iron  is  supplied,  the  quantity  in  the  stools  is  greatly 
increaseilt  while  no  change  is  seen  in  the  iron  of  the  urine.  This  was 
formerly  hehl  to  show  that  no  iron  was  absorbed  but  this  view  has 
been  proved  erroneous;  for  even  when  a  double  salt  is  injected  intra- 
venoiisly.  only  a  trace  is  found  !n  the  nrine,  and  when  It  reaches  the 
blood  more  .slowly  the  proportion  eliminated  in  thii^  way  falls.  The 
fact  that  an  iron  preparation  given  by  the  mouth  does  not  increase  the 
iron  in  the  urine  is  therefore  no  evidence  that  it  has  not  been  absorbed. 

Iron  injected  into  the  veins  of  animals  is  stored  up  in  the  liver. 
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spleen  and  bone-marrow,  but  is  taken  up  from  these  organs  again,  and 
is  excreted  by  the  epithelium  of  the  ctecum  and  colon.  When  iron  is 
given  by  the  mouth,  therefore^  it  may  either  pass  along  the  canal 
and  be  thrown  out  in  the  fieces,  or  it  may  be  absorbed^  make  a  stay 
in  the  liver,  be  excreted  in  the  large  intestine,  and  again  apjiear  in  the 
stools.  The  comparison  of  the  iron  in  the  foot!  and  in  drugs  with  that 
of  the  stools  therefore  gives  no  clue  as  to  how  much  has  been  absorbed 
and  how  much  has  simply  passed  through  the  intestine. 

But  the  passage  of  iron  from  the  liver  to  the  intestine  is  a  somewhat 
slow  process,  and  it  is  therefore  possible  to  detect  the  excess  of  iron  in 
the  liver.  This  has  been  done  repeatedly  by  the  following  method. 
Young  animals  of  the  same  litter,  fed  on  milk,  have  approximately  the 
same  amount  of  iron  in  the  liver.  If  one  be  fed  on  milk  only,  another 
on  milk  to  which  iron  is  added,  the  liver  of  the  latter  is  found  to  contain 
more  iron  than  that  of  the  control  Other  investigators  have  fed 
animals  (rats  or  mice)  on  food  that  is  practically  free  from,  iron,  have 
killed  them  and  estinaated  the  iron  in  the  whole  body  apart  from  the 
alimentary  tract,  and  compared  it  with  that  of  animals  treated  in  the 
same  way  except  that  iron  was  added  to  the  food.  The  latter  group 
contains  more  iron  than  the  control  group  fed  on  iron-free  food,  and  in 
general  presents  a  more  healthy  and  normal  appearance. 

Finally,  iron  has  l:>een  followed  in  its  course  through  the  tissues 
by  hi3tological  methods,  reagents  being  used  which  color  most  forms  of 
iron,  but  leave  the  hfemoglobin  unaffected.  When  animals  are  given 
iron  preparations,  and  are  then  killed  and  their  organs  stained  by  these 
reagents,  the  mucous  membrane  of  the  stomach  and  of  the  greater 
part  of  the  small  intestine  gives  no  coloration,  but  the  epithelium  of  the 
duodenum  and  the  upper  part  of  the  jejunum  is  found  to  contain  numer- 
ous granules  of  iron.  These  granules  may  be  traced  to  the  mesenteric 
lymph  glands,  are  found  in  large  numbers  in  the  spleen  around  the 
corpuscles,  to  a  much  smaller  extent  in  the  liver,  and  in  the  cortex  of  the 
kidney.  If,  however,  the  animal  be  kept  for  some  days  after  the  iron 
is  given,  the  reaction  in  the  duodenum,  spleen  and  mesenteric  glands  is 
less  intense,  while  the  Uver  gives  much  more  distinct  evidence  of  con- 
taining iroHj  and  the  epithelial  cells  of  the  large  intestine  and  oecum 
also  give  a  strong  reaction*  This  is  interpreted  to  mean  tliat  iron  is 
absorbed  by  the  duodenum  and  is  first  stored  in  the  spleen,  but  later 
finds  its  way  through  the  bloodvessels  to  the  liver,  where  it  rests  again 
for  some  time,  to  be  eventually  taken  up  again  by  the  blood  and  excreted 
into  the  large  intestine  and  the  ctecum.  There  is  some  question  as  to 
whether  the  lymph  vessels  are  involved  in  the  absorption  of  iron,  and 
the  most  recent  investigators  have  failed  to  find  it  in  the  thoracic  duct, 
and  accordingly  hold  that  it  is  absorbed  from  the  intestine  into  the 
bloodvessels  directly.  The  iron  stored  in  the  Uver  does  not  escape 
by  the  bile  as  might  be  anticipated.  A  small  percentage  of  iron  is  a 
constant  constituent  of  this  fluid,  but  is  not  increased  by  iron  given 
by  the  mouth  or  intravenously. 

Nothing  is  known  regarding  the  changes  wiiieh  the  preparations 


645 


THE  HEAVY  METALS 


undergo  in  the  stomach  and  intestine  or  the  form  in  which  iron  is 
absorbed;  it  may  be  taken  up  in  solution^  or  may  be  precipitated  and 
taken  up  as  solids  by  the  epithelial  cells  and  the  leucoc^'tes.  In  the 
liver  it  seems  hkely  that  the  absorbed  iron  is  changed  to  indissociable 
compounds  {ferratin),  several  of  which  have  been  found. 

It  must  not  be  inferred  from  the  foregoing  that  all  of  the  inorganic 
iron  swallowed  Is  taken  up  by  the  intestinal  epithelium.  It  is  quit6 
impossible  to  form  even  approximate  estimates  of  the  amount  that  b 
really  absorbed  and  made  use  of  by  the  tissues^  but  the  probability 
is  that  only  a  small  percentage  is  really  taken  up;  the  rest  passes 
through  the  intestine  and  is  thrown  out  in  the  stools.  It  is  often 
stated  that  the  iron  stools  are  dark  or  black  in  color*  from  the  sulphide 
present,  but  this  seems  to  be  seldom  the  case  when  they  are  passed, 
although  they  assume  a  darker  gray  or  grayish-black  color  in  the  air* 
from  oxidation.  The  iron  is  contained  in  them  only  to  a  small  extent 
as  the  sulphide. 

To  sum  up  what  is  known  regarding  the  fate  of  the  iron  preparations^ 
they  probably  undergo  some  changes  in  the  stomach  and  then  pass 
into  the  duodenum,  from  which  the  great  bulk  is  carried  on  into  the 
lower  parts  of  the  intestine,  while  some  is  absorbed  by  the  epithelium 
and  leucocytes  in  solid  form  and  perhaps  in  solution.  It  is  then  deposited 
in  the  spleen,  where  it  may  undergo  some  changes  in  form,  is  later 
taken  up  by  the  blood  and  deposited  in  the  liver  and  perhaps  in  the 
bone  marrow.  Where  the  supply  of  iron  has  been  inadequate  for  the 
formation  of  hiemoglobin,  the  originally  inorganic  iron  is  probably 
worked  into  higher  forms  and  eventually  into  haemoglobin  in  the  liver, 
and  it  seems  likely  that  ferratin  is  one  of  the  intermediate  steps  in 
this  synthesis.  When  there  is  no  deficiency  of  iron  for  the  formation 
of  hemoglobin,  the  liver  slowly  yields  its  store  of  iron  to  the  blood, 
which  carries  it  to  the  CEecum  and  large  intestine,  by  the  epithelium 
of  which  it  is  finally  excreted.  It  is  to  be  noted  that  the  iron  absorbed 
does  not  increase  the  amount  of  iron  in  the  urine,  bile,  or  other  excre- 
tions. The  ordinary  preparations  of  iron  follow  the  same  course  in  the 
tissues  as  the  more  complex  compounds  which  exist  in  foods. 

But  this  explanation  of  the  iron  action  does  not  cover  all  the  diffi^ 
culties  of  the  case.  Many  cases  of  chlorosis  recover  without  inorganic 
iron  under  hygienic  conditions,  such  as  rest,  and  particularly  when 
foods  rich  in  iron  are  prescribed,  this  being  exactly  what  is  to  be  expected 
on  the  theory  that  inorganic  iron  merely  takes  the  place  of  the  deficient 
food-iron.  But  many  clilorotic  patients  show  little  or  no  improvement 
when  treated  with  foods  containing  iron,  even  when  there  is  no  question 
that  the  iron  supplied  daily  in  food  form  is  sufficient  for  the  needs  of  the 
economy,  and  chlorosis  even  appears  in  individuals  who  have  never 
suffered  from  any  deficiency  of  food-iron.  Yet  many  of  these  cases 
recover  rapidly  under  inorganic  iron,  and  this  has  led  to  the  suggestion 
that  inorganic  iron  when  absorbed  acts  as  a  stimulant  to  the  blood- 
forming  organs,  while  food  iron  has  no  such  property.  This  view 
has  been  ably  criticized  by  2ahn,  who  shows  it  to  be  untenable.  He 
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found  that  in  animals  rendered  ansemic  by  haemorrhage  and  then 
treated  with  foods  rich  in  iron,  the  recovery  is  not  accelerated  by 
iron  salts  as  would  be  expected  if  the  blood  formation  were  actually 
stimulated  by  iron;  he  therefore  believes  that  the  curative  action  of 
the  iron  preparations  in  antemia  may  be  explained  by  the  abundance 
of  the  material  offered  to  the  blood-forming  organs  rather  than  by  their 
being  stimulated  in  the  ordinary  sense.  The  difference  in  the  effects 
of  the  irons  of  the  food  and  of  the  inorganic  preparations  may  be  due 
to  the  fact  that  food4ron  is  always  accompanied  by  a  large  amount  of 
colloid  material,  which  may  materially  delay  its  absorption^  while 
inorganic  iron  on  the  other  hand  is  much  less  completely  envelopedp 
and  may  be  more  easily  absorbed.  In  addition,  the  iron  preparations 
are  given  in  much  larger  amounts  than  the  food-irons.  When  10  mgs, 
of  food-iron  are  taken  per  day,  only  a  small  proportion  {e,  g,t  5  mgs,) 
may  be  absorbed,  and  this  may  be  insufficient  to  supply  the  needs  of  the 
body^  but  if  some  hundreds  of  milligrams  of  inorganic  iron  be  added,  the 
proportion  absorbed  will  be  amply  sufficient.  The  same  effect  might  be 
obtained  by  the  same  amount  of  food-iron,  but  this  is  only  to  he  obtained 
by  giving  more  food  than  can  be  digested. 

Iron  is  not  absorbed  from  the  unbroken  skin,  and  the  iron  and  steel 
baths  are  tlierefore  of  no  value  Id  themselves  in  the  treatment  of  anemia. 

No  account  of  the  action  of  iron  would  be  complete^  without  reference  to 
Bunge*8  view  which  formerly  attracted  a  large  amount  of  attention,  though  it 
has  now  been  abandoned.  His  theory  ws^  that  in  ordinary  conditions  a  certain 
amount  of  iron  is  lost  by  the  body  constantly  through  the  excretions,  and  thia 
loee  is  made  up  by  the  absorption  of  the  iron  contained  in  the  food.  This  food-^ 
iron  consists  whoHy  of  organic  iron,  that  is,  of  iron  combined  in  such  a  way  that 
sulphides  atttick  it  with  difficulty;  an  example  of  such  organic  Iron  is  the 
lunnatogen  of  the  yolk  of  egg.  lu  normal  individuals  the  food-iron  is  sufficient 
to  replace  that  lo3t  by  excretion,  but  in  chlorosis  the  presence  of  large  amounta 
of  sulphides  in  the  intestine  causes  the  food-irons  to  be  decomposed  to  ferric 
sulphide,  which  is  inKiluble  and  unabsorbable.  Wheu  the  ordinao'  morgatiic 
iron  preparations  are  administered  in  these  cases,  they  are  not  taken  up  in  place 
of  the  food-iron;  but,  by  forming  sulphide  in  the  intestine,  they  remove  the 
sulphuretted  hydrogen  and  prevent  the  decomposition  of  the  food-irons,  which 
thus  remain  capable  of  being  absorbed.  Bunge  and  his  followers  went  on  to 
state  that  inorganic  iron  is  never  under  any  circumstances  absorbed  by  the 
normal  epithelium,  but  that  when  large  quantities  are  administered,  they  tend 
to  corrode  the  walls  of  the  Etomach  and  intestine,  and  are  thus  absorbed  to  some 
extent.  Even  then^  however,  they  are  incapable  of  being  formed  to  hi^mo- 
globin,  the  animal  body  being  able  to  perform  only  the  last  steps  of  thi:s  synthesis 
after  the  plants  have  formed  the  simpler  types  of  organic  iron.  This  theory 
now  poaseeses  only  historical  interest,  so  that  it  is  unnecesaaiy  to  enumerate  the 
arguments  brou|;ht  against  it.  It  may  be  sufficient  to  state  that  if  the  ordinary 
preparations  of  iron  acted  only  by  binding  the  sulphides  of  the  intestine,  various 
other  metals  would  be  equally  efficient  in  chlorosis;  iron  would  nut  be  beneficial 
injected  bypodermicatly,  and  irou  sulphide  given  so  as  to  escape  the  action  of  the 
gastric  juice  would  be  equally  useless.  It  is  found,  however,  that  no  other 
metal  can  replace  iron  in  chlorosis;  that  iron  injected  hypodermically  is  curative 
in  chlorosis,  and  that  the  sulphide  administered  so  as  to  reach  the  intestine 
unchanged  acts  aa  well  as  other  preparations  (Stockman).  Finally,  it  has  been 
ihown  uiat  ordinary  preparations  of  iron  oje  absorbed. 
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Therapeutic  Uses,^Iron  is  most  frequently  used  in  the  treatment  of 
Chlorosis,  of  which  a  large  proportion  of  cases  recover  entirely  under 
it.  Some  cases,  however^  improve  somewhat  under  iron,  but  relapse 
when  it  is  left  off,  and  a  certain  number  of  patients  show  no  improve- 
ment whatever  under  it.  These  last  are  not  generally  regarded  as 
suffering  from  chlorosis  proper,  but  from  a  more  malignant  form  of 
anemia.  The  efTects  of  iron  are  seen  in  an  increase  in  the  hsemoglobin 
of  the  blood,  while  the  number  of  corpuscles  may  show  little  alterationi 
though  a  considerable  rise  occurs  in  some  cases.  A  number  of  symptoms 
which  are  due  to  chlorosis,  and  which  are  often  more  prominent  than  the 
original  disease,  are  also  relieved  or  entirely  removed  by  iron.  Tlius 
gastric  catarrh,  anaenorrhoea,  or  oedema  may  disappear  under  it,  but  in 
these  cases  the  symptoms  are  chlorotic  in  origin,  and  the  improvement 
is  due  to  the  increased  heemoglobin,  and  not  to  the  direct  action  of  iron 
on  the  stomach,  uterus,  or  circulation. 

In  chlorosis  the  iron  is  generally  given  in  small  doses,  at  any  rate  at 
first,  and  the  less  astringent  preparations  are  preferred  by  most  clinicians, 
although  some  still  advise  the  perchloride.  When  chlorosis  is  compli- 
cated with  gastric  catarrh,  some  authorities  advise  that  the  latter  be 
treated  before  the  general  candition,  as  iron  in  itself  is  liable  to  irritate 
the  stomach.  In  many  cases,  however,  the  catarrh  is  secondary  to  the 
chlorosis,  and  can  only  be  treated  sticcessfully  by  improving  the  con- 
dition of  the  blood;  the  iron  preparation  here  ought  to  be  mild  and  not 
irritating.  In  chlorosis  the  tendency  to  constipation  may  be  increased 
by  iron,  and  a  purge  is  often  required,  such  as  the  iron  and  aloes  pill, 
which  is  particularly  recommended  when  chlorcrais  is  attended  by 
amenorrhcea. 

Iron  is  of  less  value  in  other  forms  of  anfemia,  although  it  is  often 
prescribed  and  may  be  followed  by  some  improvement.  Thus  it  may 
be  administered  during  convalescence  from  acute  disease,  such  as 
typhoid  fever  or  nephritis,  and  in  the  anaemia  induced  by  profuse 
heemorrhage  iron  often  seems  to  accelerate  tlie  recuperation  of  th^ 
blood.  It  is  often  prescribe<l  for  the  cachexia  of  malaria,  syphilis, 
and  other  chronic  diseases. 

Arsenic  is  also  used  in  many  forms  of  auEemia,  but  appears  to  differ 
from  iron  in  accelerating  the  gro\\'th  and  renewal  of  the  corpuscles 
rather  than  increasing  their  content  of  bsemoglobin.  Both  arsenic 
and  iron  may  be  advisable  in  some  aneemias.  Iron  was  formerly  con- 
sidered to  be  contraindicated  in  fever,  plethora,  heart  disease  and  pul- 
monary phthisis  from  an  apprehension  that  it  tended  to  cause  hBemor- 
rhage.  But  there  seems  no  basis  for  this  view.  In  phthisis  it  should  be 
given  with  caution  in  order  to  avoid  irritation  of  the  stomach  and 
dyspepsia,  and  in  the  presence  of  gastric  catarrh  from  any  cause,  its 
effects  have  to  be  watched  carefully. 

Some  of  the  older  authorities  advise  iron  to  be  given  in  large  quan* 
titieSi  but  the  dose  has  been  reduced  of  late  years  to  aliout  0.1-0.2 
GO  2-3  grs.)  three  times  a  day.  It  is  given  after  meals  in  order  to 
avoid  the  irritant  action  on  the  stomach  as  far  as  possible.   It  is  to  be 


noted  that  on  giving  O.l  G-  of  iron  three  times  a  day,  about  thirty 
times  as  much  iron  is  given  as  is  required  normally  in  food,  so  that 
the  chlorotic  receives  more  iron  per  day  than  a  workman  in  a  month. 

Iron  is  occasionally  injected  hypoderraically,  with  the  object  of 
avoiding  the  irritation  of  the  stomach,  but  this  procedure  is  painful 
and  causes  some  swelling  and  irritation,  which  lasts  twenty -four  hours 
or  more.  Most  of  the  salts  are  precipitated  at  the  point  of  injection, 
but  some,  such  as  the  citrate^  are  taken  up  by  the  blood  at  once;  the 
danger  of  renal  irritation,  anticipated  by  Kobert,  does  not  seem  to 
arise  if  small  quantities  are  used;  1-2  grs.  are  injected  in  5  per  cent, 
solution  daily. 

Some  of  the  iron  salts  are  employed  as  Asthn^enta,  the  most  popular 
being  ferrous  sulphate,  wliich  has  been  used  to  some  extent  in  diarrhcea, 
and  also  eKternall3\  The  perchloride  is  perhaps  the  best  Styptic  of 
its  class.  When  applied  to  a  bleeding  point,  it  precipitates  the  proteins 
of  the  blood  plasma,  and  thus  forms  an  obstruction  to  the  f!ow  of  biood 
similar  to  that  caused  by  clotting,  although  no  fibrin,  but  only  a  mass 
of  coagulated  protein,  is  formed  by  the  perchloride.  This  t>*ptic  action 
is  of  value  in  capillary  and  recurrent  htemorrhage,  while  in  bleeding 
from  an  artery,  the  ordinary  surgical  methods  are  of  course  preferred. 
The  chloride  arrests  haemorrhage  only  when  it  can  be  brought  into  actual 
contact  with  the  bleeding  point,  and  where  this  is  covered  by  a  large 
mass  of  semicoagulated  blood,  the  treatment  is  of  no  avail,  as  it  simply 
forms  the  precipitate  with  the  blood  with  which  it  comes  into  contact 
first,  and  this  may  be  far  from  the  actual  point  of  mpture.  As  an  appli- 
cation to  the  stomach  and  bowel  in  hemorrhage  from  these  parts,  the 
perchloride  is  unUkely  to  prove  successful,  while  in  bleeding  from  the 
nose,  or  gums,  or  after  the  extraction  of  a  tooth,  it  is  more  reliable. 
It  has  been  injected  into  the  uterus  in  luemorrhage,  into  nsevus  in  order 
to  cause  coagulation  and  subsequent  cicatrization  of  the  tissue,  and  into 
aneurisms.  This  is  a  very  dangerous  treatment,  however^  for  several 
cases  of  fatal  embolism  have  arisen  from  the  precipitated  protein  being 
carried  off  in  the  veins.  Perchloride  of  iron  solution  has  been  sprayed 
into  the  air  passages  in  hffmoptysis,  but  if  sufficiently  concentrated  to 
coagulate  the  blood  at  the  bleeding  point  in  the  lungs*  it  would  certainly 
induce  irritation  and  coughing.  The  perchloride  is,  of  course,  valueless 
in  hiJemorrhage  from  internal  organs,  for  in  the  first  place,  \'ery  little 
of  it  is  absorbed,  and  in  the  second  place,  what  does  pass  into  the 
tissues  is  already  in  protein  combination,  and  therefore  incapable  of 
coagulating  the  blood.  The  same  objection  applies  to  the  alleged 
astringent  effect  of  iron  in  nephritis.  It  is  possible  that  iron  may  lessen 
the  albumin  in  the  urine  in  these  cases,  although  the  cUnical  evidence 
is  contradictory  on  the  subject,  but  it  is  absolutely  certain  that  it  does 
not  do  so  by  any  local  action  on  the  albumin  in  the  kidney. 

The  sulphate  of  iron  is  used  as  a  disinfectant  for  sewage.  It  acts 
here  merel.v  by  precipitating  the  proteins,  which  carry  down  the  bacteria 
mechanically.  The  proteins  of  the  sewage  may  be  increased  by  the 
addition  of  blood  before  the  sulphate  is  applied.  The  sulphate  of  iron 
b  used,  because  it  is  chea|>er  than  the  other  salts  of  the  heavy  met&b. 
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Preparations. 


Liquor  Ferri  Chloridi  (U-  S.  P.}t  a  strongly  acid  solution  of  ferric  chloride 
containing  10  per  cent,  of  iron.   0.1  mil  (li  mina.). 

TiNCTUKA  Fbrri  Chloeidi  (U.  S.  P,)  contAina  4,5  per  cent*  of  iron,  0.6  c.c. 
(8  mine.). 

lAqucr  Ferri  Perchloridi  Fortis  (B,  P.)  ia  formed  by  dissolving  iron  in  hydro- 
chlonc  acid  and  contains  20  per  cent,  of  iron.  It  is  an  orange-brown  fluid, 
with  a  Btrong  acid  astringent  taste. 

Liquor  Ferri  Perchloridi  (B.  P.)  and 

TiNCTURA  Fbrei  Perchloeidi  (B.  p.)  contain  about  5  per  cent,  of  iron. 
Dose  5-15  Diina. 

The  chloride  ia  used  as  a  styptic  either  as  tbe  Liquor  Fortia  (B.  P.)  or  in  a 
very  much  stronger  form,  pref)ared  by  allowing  the  crystals  to  deliqueece. 
A  plug  of  cotton-wool  steeped  in  the  solution  is  used  to  atop  bleeding  after 
the  extraction  of  teeth,  and  the  hquor  has  been  injected  into  the  uterus  in 
hiemorrhage  and  into  aneurisms  and  djevi.  When  diluted  it  may  be  used 
as  a  gar|le,  but  has  a  disagreeable,  inky  taste,  and  attacks  the  teeth.  The 
tincture  is  very  commonly  used  in  the  treatment  of  chlorosis.  It  ought  to  be 
taken  in  a  glass  of  watetj  and  through  a  quill  or  glass  tubs,  in  order  to  avoid 
injury  to  the  teeth. 

Febhi  Sulphas  (U.  S,  P.,  B.  PJ,  ferrous  sulphate  CFeS0i-f7H,0),  large, 
pale,  bluish-green  crystals  with  a  saline,  astringent  taste,  soluble  in  water, 
insoluble  in  alcohol,  and  unstable  in  moist  air.  0.1  G.  (1 J  grs,),  B.  P,  1-5  grs. 

The  sulphate  of  iron  ia  very  astringent^  though  less  so  than  the  ferric  salts. 
It  is  used  as  an  astringent  application  to  mucous  membranes,  such  as  the  eye» 
mouth,  urethra^  more  rarely  mteraally  in  anaemia,  although  it  is  less  irritant 
than  the  chloride.' 

The  Fil.  Aloes  d  Ferri  (B.  P.),  which  is  used  very  largely  in  amenorrhcea  and 
is  chlorosis  with  constipation,  contains  dried  sulphate  of  iron.  Dose,  4*-8 

Fehhum  Eeductum  (U»  S,  PO,  Fbrrum  Redactum  (B,  P,)p  reduced  iroo, 
a  very  fine,  grayish-black,  lustrelcaa  powder,  without  tuste,  insoluble  in  water 
or  alcohol^  soluble  In  acid.  It  consists  of  metaUic  iron,  with  a  small  amount 
of  the  magnetic  oxide.  0.06  G,  (1  gr.) ;  B,  P.,  1-5  grs. 

Ferhi  Carbonas  Saccharatus  (U.  S.  P,,  E.  P.),  aaccharnted  ferrous  car- 
bonate, is  formed  by  precipitating  ferrous  sulphate  with  sodium  bicarbonate^ 


with  some  ferrous  sulphate  and  sodium  bicarbonate,  and  is  a  greenish-brown 
powder,  which  rapidly  oxidizes  in  the  air,  and  has  a  sweetish,  astringent  taste. 
The  carbonate  is  a  very  unstable  body  and  on  keeping  is  slowly  transformed  to 
ferric  hydrate  CFei(OH)i).  The  sugar  is  added  in  order  to  retard  this  oxidation, 
but  the  carbonate  ought  not  to  be  dispensed  unless  it  is  of  recent  preparation^ 
0.26 G.  (4  grs.);  B.  P.,  10-30 grs. 

PiLt'L^  Ferri  Carbonatis  (U,  S,  P,)j  Pilvul  Ferri  (B,  P.)  ferruginous 
or  chalybeate  pillsj  blaud's  pills^  are  prepared  in  the  same  way,  by  the  action 
of  ferrous  sulphate  and  carbonate  of  potash  or  soda.  Sugar,  tragacanth,  and 
glycerin  are  added;  they  ought  to  be  freshly  prepared  in  order  to  avoid  the 
formation  of  the  hydrate.  Dose,  2  piils  U.  S.  P.,  5-15  grs.  B,  P. 

MiSTUHX  FsRHi  CoMPOSTTA  (B.  P,),  Griffith's  mixttu*e  ia  formed  by  mixing 
ferrous  sulphate,  potassium  carbonate,  and  various  flavoring  substances.  The 
ferrous  carbonate(  FeCO?)  is  precipitated,  and  the  mixture  has  therefore  to  be 
shaken  before  taking,  and  ought  to  be  freshly  prepared.  16  c.c.  (4  fl,  drs.);  B. 
P.,  i-1  fl.  oz. 

Reduced  iron  and  the  four  carbonate  preparations  are  used  exclusively  in 
the  treatment  of  anemia.  They  are  practically  devoid  of  irritant  properties, 
and  are  among  the  best  of  all  the  iron  preparations  for  this  purpose.  Tbe 

^  The  dried  eulphate  is  used  to  fonn  BUud'a  pllL  .Another  sulphate  prepamtion  ia 
the  LigiuT  Ftrri  SubrulphatU  {V.  B*  P.),  or  Mona^Vs  KlutioD,  which  ij  Quperfluous. 


It  contains  ferrous  carbonate  along 
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BUud's  PUU  have  in  particular  a  well  merited  reputation  in  the  treatment 
of  chloroais  and  of  chlorotic  amenorrhoea.  ADother  preparation  used  for  thia 
purpose  but  not  official  is  Ftrrum  Dialymtum,  in  which  a  considerable  amount 
of  iron  oxide  is  kept  in  a  semi-colloid  state  along  wiih  a  minimum  amount  of 
the  chloride.   It  tastea  of  iron  but  ia  not  astringent. 

Piivlct  Ferri  lodidi  (U.  S.  P.),  each  contaios  0.04      of  iron.   2  pills. 

Syrupus  Feni  lodidi  (U.  S.  P.,  B.  PO  contains  about  5  per  cent,  of  the  iodide 
(7  per  cent.  B.  P.).    Dose  1  mil  (15  rains.);  B.  P.,  ^1  fl.  dr. 

These  preparations  have  been  prescribed  to  a  greater  or  less  extent  in  the 
treatment  of  aniemia.  The  iodide  has  been  advised  in  order  to  combine  the 
efi'ects  of  iodide  and  iron  but  the  iodide  given  in  thia  form  is  in  much  smaller 
quantity  than  that  found  necessary  in  the  iodide  of  potassium  treatment,  and 
it  seems  open  to  question  whether  the  improvemeut  is  not  due  to  the  iron 
only* 

Feni  et  QuinifWs  Citroi  (U>  P.,  B.  P.),  thin  scales  of  a  golden-yellow  color, 
and  of  a  bitter,  iron  taste^  sohibJe  in  water,  partially  soluble  in  alcohol,  con- 
taining U.5  per  cent,  of  quinine  and  13  per  cent,  of  iron  U.  S.  P.  0.25  G. 
(4grs.):  B.  P.,  5-lOgrs. 

Ferri  et  Ammonii  Citras  (U.  S.  P.^  B.  P.),  thin  garnet^red  scales  with  a 
salt,  iron  taste,  soluble  in  water  and  containing  16  per  cent,  of  iron,  0,25  G. 
(4gra.);  B.  R,  3-10  grs. 

ThesT  two  double  salts  of  iron  (scale  preparations)  have  been  used  in  chlorosis 
and  especially  in  convalescence  from  acute  fevers,  which  is  often  accompanied 
by  anaemia.  The  iron  is  not  readily  dissociated  and  these  preparations  are 
therefore  not  astringent  and  do  not  disturb  the  dige^ion.  But  they  are  not 
superior  to  Blaud's  pills  in  this  respect. 

Sj/Tupus  Ferri  Phosphaiia  cum  Quinina  el  Strychnina  (B.  P.).  4  mils  (J-1  fl. 
dr.). 

This  syrup  is  used  as  a  '^general  tonic*'  and  probably  owes  what  value  it 
possesses  to  tiie  iron  it  contains. 

Iron  is  contained  in  many  mineral  waters,  which  are  th^fore  advised  in 
cases  of  anaemia.  It  is  generally  in  the  form  of  the  carbonate,  which  is  dis- 
solved by  the  excess  of  oarbomc  acid  present,  but  becomes  oxidized  to  the 
insoluble  ferric  hydrate  in  the  air.  The  amount  of  iron  contained  is  small, 
seldom  being  more  than  0,1  G.  per  litre,  but  the  treatment  of  chlorosis  is  un- 
questionably aided  by  change  of  scene  and  in  particular  by  the  high  ele^'a- 
tiong  at  whieh  many  of  these  springs  are  Bitualed.  so  that  the  success  of  treat- 
ment with  these  iron  waters  is  perfectly  intelligible.  Bathing  in  iron  water 
has  no  further  action  on  the  blood  than  ordinary  baths,  as  no  iron  is  absorbed. 

Many  Protein  Compounds  of  iron,  such  as  the  allfumituiie  peptonaU  and 
artificial  ferrotin,  h&vG  been  introduced  into  therapeutics,  but  possess  no 
advantage  over  the  usual  preparations,  which  they  resemble  in  theu^  reactions 
to  sulphide  and  other  tests. 

Blood  has  been  used  in  therapeutics  by  uncivilized  peoples  since  time  unknown, 
and  has  also  been  recommended  b  modern  medicine  in  the  treatment  of  chlorosis, 
in  which  it  is  administered  by  the  mouth,  and  also  hypodermicallyT  though  the 
latter  method  is  difficult  to  carry  out  aseptically.  HtEmogiobin  has  also  been 
advertised  largely  of  late  years  in  a  more  or  leas  impure  form.  In  the  stom^h, 
hemoglobin,  whether  contained  in  blood  or  as  crystals,  k  changed  to  hsematin; 
Atxlerhalden  found  that  both  hirmoglobin  and  hsmatin  are  absorbed  and  lead 
to  an  increase  in  the  heemoglobin  of  the  blood,  but  these  forms  are  in  no  way 
fuperior  to  the  older  ones  wad  are  therefore  superfluous 
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IV.  LEAD. 

Lead  is  used  to  some  extent  in  therapeutics,  but  its  chief  interest 
from  a  medical  point  of  view  lies  in  the  frequency  with  which  it  gives 
rise  to  chronic  poisoning,  and  in  the  diversity  of  the  symptoms  pre- 
sented in  that  ctindiiion. 

Solutions  of  lead  salts  precipitate  proteins*  and  this  precipitate  is 
formed  when  lead  solutions  are  applied  to  the  mucous  membranes  and 
protects  them.  The  metal  contained  in  the  precipitate  is  not  destructive 
to  the  cells  as  in  the  case  of  mercury,  so  that  the  le^d  salts  are  less 
corrosive;  and  the  salts  chiefly  used  are  the  acetates,  whose  acid  is 
only  slightly  active,  so  tKat  the  astringent  action  of  the  protein  pre- 
cipitate is  the  chief  feature  of  the  action.  Solutions  of  lead  nitrate  are 
irritating  and  corrosive,  however,  because  it  is  more  readily  dissociated 
and  the  nitric  acid  freed  is  itself  corrosive. 

Symptoms.  —  In  ordinary  therapeutic  doses,  the  acetate  of  lead 
(sugar  of  lead)  has  a  sweetish,  metallic  taste  followed  by  a  feeling  of 
astringency»  and  induces  no  symptoms  except  constipation.  The 
stools  after  lead  are  often  said  to  be  dark  in  color  from  the  sulphide 
formed  in  the  intestine,  but  this  does  not  seem  to  be  the  general  rule. 
Probably  little  lead  is  absorbed  from  an  ordinary  dose  of  the  acetate; 
at  any  rate  no  symptoms  arise  from  the  general  action  of  the  metal 
absorbed. 

Lead  acetate  solutions  applied  to  the  skin  have  no  effect,  but  mucous 
membranes,  or  exposed  tissues,  such  as  ulcers,  are  covered  with  a  thin 
pellicle  of  precipitate,  which  serves  to  protect  them  from  irritation, 
and  thus  promotes  their  healing* 


When  very  large  quantities  of  acetate  are  swallowed,  particularly  if 
in  a  concentrated  form,  they  give  rise  to  the  ordinary  symptoms  of 
irritant  poisoning,  nausea,  vomiting,  pain  tn  the  abdomen,  violent 
Durging  or  sometimes  constipation,  blood  in  the  vomited  matter  and 
stools,  great  thirst,  weakness,  and  collapse*  In  some  instances  in  which 
the  patients  recovered  from  these  symptoms*  they  subsequently  suffered 
from  chronic  lead  poisoning,  but  apart  from  these,  nothing  in  the 
course  of  acute  lead  poisoning  suggests  the  absorption  of  the  metal, 
all  the  symptoms  being  obviously  due  to  the  local  effects  on  the  stomach 
and  bowel,  and  to  the  consequent  collapse.  In  fact  the  effects  of  a 
sudden  absorption  of  lead  in  man  are  unknown. 

In  animals  al&o,  aome  difficulty  has  been  met  in  inducing  the  Bymptome 
due  to  the  action  of  large  quantities  of  lead  in  the  tissues,  because  most  forma 
of  lead  injected  into  the  vessels  precipitate  the  proteins  of  the  blood  and  cause 
embolism r  while,  on  the  other  hand,  only  local  symptxiras  can  be  induced  by 
its  administration  by  the  mouth,  Hamack  injected  salt^  of  lead-triethyl,  in 
which  the  metal  is  not  contained  in  a  dissociable  form,  but  which  is  decom- 
posed in  the  ti^ues  and  then  gives  rise  to  lead  aymptoms.  In  the  frog  it  induced 
general  paral\*Tsis,  apparently  from  direct  action  on  the  central  nervous  Si'stcra* 
The  frog^s  muscle  is  also  affected  by  lead,  as  te  shown  by  changes  in  its  eia^iticity 
and  irritabilitj'  and  by  changes  in  the  form  of  the  cur\'e  of  contraction  (Cash). 
In  the  dog  large  doses  of  lead  injected  into  a  vein  induce  weakness  and  par- 
alysis, violent  diarrheea  and  colic,  chorea-like  movementa,  tremors,  which  often 
assume  the  appearance  of  true  convulsions,  and  ataxia.  The  diarrhoea  Hamack 
found  to  be  due  to  violent  contractions  of  the  intestinal  waits,  which  main* 
tained  a  certain  degree  of  contraction  even  when  no  peristaltic  wave  was  passing. 
This  action  of  lead  upon  the  intestine  is  of  interest,  because  it  bears  a  cloee 
relation  to  the  colic  ob8er\'ed  in  chronic  lead  poisoning  in  man,  although  here 
there  is  generally  constipation^  and  also  because  it  connects  lead  with  the  other 
heavy  metals,  all  of  which  have  more  or  less  specific  action  on  the  intestine. 
The  atAxia  and  other  brain  symptoms  also  have  their  counterpart  in  the  brain 
symptoms  of  chronic  poisoning  in  man. 

A  single  dose  of  a  lead  salt  does  not  generally  give  rise  to  any 
symptoms  which  would  indicate  the  absorption  of  the  metal,  but  the 
continued  ingestion  of  small  quantities  by  way  of  the  stomach,  or 
by  inhalation  by  the  lungs,  induces  chronic  poisoning,  which  can  be 
explained  only  by  its  absorption.  There  seems  some  reason  to  believe 
that  lead  is  absorbed  from  the  unbroken  skin,  though  it  is  possible 
that  some  of  the  metal  was  carried  to  the  mouth  and  swallowed  with 
the  food  in  the  cases  on  which  the  statement  is  founded.  Lead  is 
apparently  Absorbed  more  rapidly  than  most  of  the  metals  except 
mercury,  and  remains  lodged  in  the  tissues  a  long  time,  the  excretion 
taking  place  onl^.-  \'ery  slowly.  It  is  found  in  most  organs  in  cases  of 
poisoning,  particularly  in  the  liver  and  kidney.  It  b  Excreted  in  the 
urine,  the  bile,  the  secretion  of  the  intestinal  epithelium,  in  the  milk 
and  saU\'a,  and  in  traces  in  the  perspiration. 

Chronic  Lead  Poisonini!  is  the  commonest  of  all  forms  of  metallic 
poisoning,  and  at  the  same  time  one  of  the  most  insidious.  It  is  always 
accidental,  and  although  it  is  most  common  in  workers  in  lead,  may 
occur  in  persons  who  are  not  apparently  liable  to  come  in  contact 
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with  the  metal.  There  is  no  question  that  some  people  are  much  more 
susceptible  to  lead  than  others  and  that  a  certain  tolerance  is  developed 
in  some  instances,  persons  who  suffered  from  the  early  symptoms 
recovering  and  proving  resistant  to  the  further  action  of  the  metal. 
Aniemia  and  weakness  from  any  cause  are  generally  believed  to  pre- 
dispose to  the  disease,  women  and  children  are  more  liable  to  it  than 
men,  and  alcoholism  and  previous  lead  intoxication  increase  the  tendency 
to  the  attack.  Relapses  are  very  common,  and  may  occur  }  ears  after 
the  first  symptoms,  even  although  there  has  been  no  further  exposure 
in  the  interval.  Lead  smelters,  workers  in  white  lead  factories,  painters, 
plumbers,  electricians,  and  typesetters  are  liable  to  lead  poisoning 
from  continually  handling  the  metal;  but  other  trades  are  not  exempt 
from  it,  and  sometimes  the  channels  by  which  it  gains  entrance  to  the 
body  are  very  obscure.  Some  of  the  more  common  causes  of  poisoning 
are  lead  water-pipes  or  cooking  utensils,  lead  used  to  close  tins  of  meat 
or  fruit,  and  lead  in  hair  dyes.  Formerly  a  common  source  of  poisoning 
was  wine  and  cider  to  which  lead  had  been  added  to  reduce  the  acidity, 
A  considerable  number  of  cases  of  poisoning  have  been  recorded  from 
the  use  of  lead  preparations  as  abortifacients. 

The  symptoms  of  chronic  lead  poisoning  vary  greatly  in  different 
cases,  sometimes  only  one  or  two  organs  being  attacked,  in  others  the 
whole  economy  appearing  involved  in  the  disorder.  The  symptoms 
may  be  divided  into  groups  for  convenience,  but  it  is  to  be  noted  that 
many  of  these  appear  to  he  closely  inter-connected,  and  that  in  many 
cases  it  is  impossible  to  decide  whether  a  set  of  symptoms  is  due  to 
direct  action  upon  a  single  organ,  or  to  the  simultaneous  disease  of 
several. 

The  Mouthy  Stomach  and  Digestion  very  often  give  early  indications 
of  lead  poisoning.  The  patient  complains  of  loss  of  appetite,  nausea, 
constipation,  wasting,  a  metallic  taste  and  fcetid  breath,  and  a  blue- 
black  line  is  seen  along  the  margin  of  the  teeth  where  they  enter  the 
gums.  This  "lead  line"  is  due  to  the  precipitation  of  lead  sulphide 
by  the  hydrogen  sulphide  arising  from  septic  processes  in  the  teeth  and 
gums:  it  is  often  absent  if  the  teeth  and  mouth  are  kept  clean  and 
healthy  f  and  its  presence  does  not  indicate  lead  poisoning,  but  only 
contact  with  lead.  The  metallic  taste  seems  due  to  the  excretion  of 
lead  in  the  saliva,  and  the  loss  of  appetite  may  arise  from  the  same 
cause.  These  symptoms  may  be  produced  in  animals  also. 

Another  early  symptom  Is  Aneemia,  which  may  be  due  in  part  to 
malnutritionj  but  is  attributed  mainly  to  an  abnormal  destruction  of 
the  red  cells  of  the  blood;  the  white  corpuscles  are  increased  in  many 
cases  but  not  in  all.  It  is  often  accompanied  by  jaundice,  with  the 
highly  pigmented  urine  and  other  symptoms  which  usually  follow  the 
liberation  of  large  quantities  of  haemoglobin  from  the  breaking  up  of 
red  cells.  The  red-blood  cells  often  contain  granules  staining  witli 
basophile  dyes  and  indicating  incomplete  disappearance  of  the  nucleus; 
this  change  may  present  itself  before  any  other  symptom  but  occurs 
also  in  other  fonns  of  anaemia.   The  aneemia  is  often  very  marked. 
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and  is  sometimes  the  chief  or  only  symptom  of  lead  poisoning;  according 
to  some  authorities,  it  is  present  in  a  greater  or  less  degree  in  the  majority 
of  white-lead  workers,  and  it  leads  to  weakness,  languor,  and  in  young 
women  often  to  amenorrlioea.  Abortion  is  very  often  met  with  in  lead 
poisoning,  and  in  women  employed  in  lead  works  w^ho  do  not  show  any 
marked  symptoms  of  disease.  The  children  of  parents  suffering  from 
lead  are  often  weak  and  undersized*  and  a  very  large  proportion  of  them 
die  in  early  infancy*  In  animal  experiments  it  is  found  that  the  offspring 
of  a  male  suffering  from  lead  poisoning  are  undersized,  delicate  and  of 
slow  growth;  in  most  cases  the  spermatogenesb  in  the  parent  is  not 
affected  but  some  become  sterile  and  the  germinal  epithelium  atrophies 
(WeUer), 

One  of  the  commonest  symptoms  is  Lead  Colic,  painters'  colic,  colica 
saturnina  or  colica  Pictonura-  This  generall}'^  sets  in  suddenly,  and 
is  accompanied  in  most  cases  by  obstinate  constipation,  in  a  very  small 
proportion  by  diarrhcea.  Paroxysms  of  the  most  acute  agony  are 
followed  by  iater\^als  of  comparative  freedom  from  pain,  but  in  these 
interx'als  some  tenderness  of  the  abdomen  may  be  complained  of, 
while  during  the  attack  pressure  generally  relieves  the  pain,  The  colic 
lasts  for  several  days^  or  a  weekj  and  then  disappears,  but  is  liable 
to  return  at  intervals.  The  abdomen  is  generally  hollow,  retracted 
and  hard,  and  during  the  acute  spasms  the  patient  often  gains  some 
relief  by  lying  on  his  face  with  the  fists  pressed  against  the  umbilical 
region,  to  which  the  pain  is  usually  referred.  Vomiting  is  frequently 
present,  the  pulse  is  slow  and  very  hard,  especially  during  the  acute 
crises,  w^hile  the  respiration  may  be  accelerated.  The  urine  is  scanty 
and  often  contains  haematoporphyrin- 

The  cause  of  lead  colic  is  evidently  spasm  of  the  intestine,  but  it  is 
uncertain  w*hether  it  arises  from  action  on  the  muscle  or  on  the  gang- 
Uonic  plexus.  It  can  be  induced  in  animals,  and  is  relieved  by  atropine. 
The  blood-pressure  is  raised  in  man,  not  only  during  the  spasms,  but 
also  in  the  intervals.  This  contraction  of  the  vessels,  like  the  slowing 
of  the  pulse,  is  often  said  to  be  reflex  from  the  pain,  but  this  seems  to 
be  disproved  by  the  fact  that  it  remains  during  the  intervals.  Some 
writers  have  therefore  regarded  the  colic  and  its  attendant  symptoms 
as  due  to  a  vascular  spasm,  and  have  supported  this  by  showing  that 
nitrite  of  amyl,  which  dilates  the  vessels,  also  relieves  the  colic. 

Another  common  result  of  chronic  lead  poisoning  is  Paralyais,  lead 
or  painters'  palsy,  paralysis  saturnina,  which  is  almost  invariably 
limited  to  certain  groups  of  muscles,  the  extensors  of  the  forearm. 
It  is  bilateral  in  many  cases,  but  sometimes  involves  only  one  arm. 
The  affection  generally  begins  in  the  middle  and  ring  fingers,  which 
cannot  be  extended,  then  spreads  to  the  index  and  little  finger,  and 
afterward  to  the  thumb  and  wrist.  The  fingers  remain  flexetl  and  later 
the  wrist  b  similarly  affected,  so  that  the  condition  is  often  known  as 
wrist-drop.  Even  after  all  the  other  muscles  of  the  extensor  surface  of 
the  forearm  are  involved,  the  supinator  longus  remains  norma!  as  a 
general  rule.   The  muscles  affected  atrophy  rapidly,  and  in  olcj  cases 
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contracture  of  the  flexor  miisoles  sets  la.  when  the  limb  becomes  im- 
movable and  has  a  characteristic  claw-like  appearance.  More  rarely 
other  regions  are  affected,  such  as  the  laryngeal  muscles  (in  the  horse}f 
the  external  rectus  of  the  eye,  or  the  muscles  of  tlie  leg.  In  animals 
several  ob&er\ers  have  succeeded  in  inducing  paralysis  of  the  hind 
limbs,  and  the  legs  are  said  to  be  alTected  very  often  in  young  children* 
When  paralysis  is  complete,  the  reaction  of  degeneration  is  given  by  the 
muscles  on  electric  stimulation,  and  even  muscles  which  are  not  com- 
pletely paralyzed  are  said  to  gi\'e  it  in  some  cases.  The  cause  of  lead 
palsy  is  peripheral  neuritis  and  degeneration  of  the  nerves,  which 
sometimes  involves  secondarily  the  cells  of  the  anterior  honi  of  the 
spinal  cord.  Peripheral  neuritis  and  paralysis  liave  been  elicited 
repeatedly  in  annuals.  According  to  Edinger*3  view  the  nerves  of  those 
muscles  are  selected  by  lead,  Avhicli  are  least  developed  in  proportion  to 
the  work  they  have  to  perform.    The  afferent  fibres  are  also  involved 


Lead  paby  of  iba  forenrm  eilensors.    (AfLer  Oliver.) 


in  the  action,  as  is  shown  by  local  Anesthesia,  which  is  generally  sudden 
in  its  onset,  but  may  be  preceded  by  nimibness  or  tickling  of  the  skin, 
and  generally  lasts  only  one  or  two  weeks  when  sensation  returns 
again  to  the  part. 

LeafI  Arthralgia^  which  arises  from  the  same  action  on  the  peripheral 
nerves,  consists  ui  sharp  lant-inuting  or  boring  pains  around  the  joints, 
the  intensity  of  the  pain  being  comparable  only  to  that  of  lead  colic. 
It  sets  in  suddenly,  usually  in  the  night,  and  generally  disappears  as 
suddenly. 

Lead  Amblyopia,  or  blindness,  is  one  of  the  nirer  afTectiom,  The 
sight  niay  he  lost  c  om]iietely,  or  may  only  be  dim.  and  the  onset  may 
he  sudden  or  gra<lual,  It  arises  from  neuritis  of  the  optic  nerve  and 
degeneration  of  the  retinal  nerve  cells,  or  in  some  cases  may  be  the 
result  of  the  ehanges  in  the  kidney  occasioning  albuminuric  retinitis 
or  effusion  into  the  optic  sheath.   In  early  cases  of  neuritis,  the  disease 
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can  generally  be  arrested  and  even  complete  restitution  may  take  place, 
but  if  it  Is  neglected,  optic  atrophy  follows. 

Under  saturnine  En&dphalopathia,  a  number  of  disorders  of  the 
brain  are  classed  together.  They  are  comparatively  rare  at  the 
present  time,  and  their  onset  generally  indicates  long  standing  and 
neglected  lead  intoxication,  although  in  some  cases  the  patient  has 
been  exposed  to  the  poison  for  only  a  short  period*  One  of  the  most 
characteristic  featm-es  is  the  rapidity  with  which  the  disease  changes 
from  one  type  to  another,  and  the  diversity  of  the  symptoms  present 
at  one  time.  These  cerebral  symptoms  sometimes  appear  suddenly, 
whi!e  in  other  cases  they  are  heralded  by  violent  lieadache^  giddiness 
and  sleeplessness^  or  by  amblyopia^  deafness,  great  depression,  stupor, 
weakness,  and  tremor*  I^ten  sudden  mania  and  deliriimi^  with  con- 
vulsions resembling  chorea  or  epilepsy,  hallucinations  and  illusions 
indistinguishable  from  those  of  alcoholic  delirium,  sudden  apoplectic 
paraly  sis,  ataxia,  partial  analgesia,  hyper?esthesia,  or  coma  may  occur 
separately  or  in  succession*  Oliver  states  that  the  encephalopathic 
symptoms  are  especially  liable  to  occur  in  persons  addicted  to  alcohol. 

In  animals  cerebral  symptoms  are  readily  induced  by  lead,  either 
by  intravenous  injection  (Hamack),  or  by  chronic  poisoning  with  the 
ordinary  salts.  Chorea,  tremors  and  general  convidsxons  have  been 
caused  in  this  way  in  dogs. 

The  cncephaiopathia  is  obviously  of  cerebral  origin  for  the  most 
part,  although  the  lower  divisions  of  the  central  nervous  system  are 
also  involved  in  many  cases.  In  several  autoposies  of  patients  d>ing 
from  lead  poisoning,  atrophy  of  parts  of  the  cerebrum,  or  hsemor- 
rhages  have  been  found,  and  very  frequently  disea^se  of  the  brain 
vessels  has  been  met  with.  In  other  cases  of  undoubted  encephalo- 
pathia  in  man,  no  such  lesions  have  been  observeti,  and  in  animals 
poisoned  by  Ilarnack  s  method  they  are  certainly  not  present,  Many 
of  the  symptoms  are  obviously  not  due  to  these  gross  lesions,  for  the 
suddenness  of  their  onset  and  of  the  recover^'  precludes  anj'  such 
explanation,  and  shows  that  lead  has  also  a  direct  action  on  the  braiQ 
cells. 

It  must  be  noted  that  in  addition  to  these  generally  recognized 
symptoms  of  encephalopathia  saturnina,  several  obscure  chronic 
nervous  diseases  have  been  ascribed  by  Putnam  and  others  to  lead 
intoxication,  and  it  is  certainly  possible  that  its  action  may  prove  to 
be  even  more  wide*reaching  and  insidious  than  is  generally  recognized 
at  present. 

Another  organ  acted  on  by  lead,  especially  in  prolonged  poisoning, 
is  the  Kidney,  which  is  often  found  to  present  a  t>7)icai  red  granular 
nephritis.  During  life  the  urine  presents  the  ordinary  appearances 
of  this  disease,  being  copious  in  amount  and  of  low  specific  gravity, 
and  containing  comparatively  small  quantities  of  albumin  or  casts. 
In  some  cases  in  man,  the  kidney  has  presented  a  mLxturc  of  paren- 
chymatous and  interstitial  disease,  while  in  animals  the  parenchyma 
alone  is  affected^  perhaps  because  the  experiments  have  not  lasted  long 
42 
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enough.  The  disease  of  the  kidney  from  lead  poisoning,  as  from  other 
sources,  may  cause  dropsy,  uraemia  and  amblyopia,  but  the  brain  and 
eye  may  be  affected  in  cases  in  which  there  is  no  nephritis. 

Qoot  is  very  common  in  lead  poisoning,  which  evidently  predisposes 
to  this  disease,  if  it  does  not  actually  cause  it,  for  Garrod  states  that 
in  one-fourth  of  the  cases  of  gout  treated  by  him  there  was  a  history 
of  lead  poisoning.  In  districts  where  ordinary  gout  is  rare,  lead  poison- 
ing seldom  leads  to  it,  but  where  ordinar>^  gout  is  met  with,  it  is  a 
fairly  common  complication  of  satujijinism.  The  purine  substances 
of  the  urine  are  augmented  in  chronic  lead  poisoning  in  animals. 

Another  condition  in  which  lead  poisoning  may  act  as  a  predisposing 
factor  is  ArterioacleroBis;  the  malnutrition,  anaemia,  and  renal  changes 
mduced  by  the  metal  would  in  themselves  tend  to  induce  changes  in  the 
vessels  throughout  the  body,  and  degeneration  of  their  walls  is  met 
with  in  a  considerable  proportion  of  cases  of  very  prolongM  e3qx>sure 
to  it. 

Lead  poisoning  runs  no  definite  course.  As  a  general  rule  the  ansemia, 
wasting,  constipation  and  weakness  appear  early,  and  then  colic  may 
follow,  or  paralysb,  or  arthralgia.  Nephritis,  encephalopathia,  ance^ 
thesia  and  gout  are  rarer,  and  as  a  nUe  occur  only  in  very  prolonged 
poisoning.  Any  one  of  these  symptoms  may  be  present  alone,  and  the 
diagnosis  is  then  very  difficult.  In  doubtful  cases  the  urine  or  the 
stools  may  be  tested  for  lead.  Every  case  in  which  lead  is  found  in  the 
urine  is  not  necessarily  one  of  lead  intoxication,  however,  for  it  has  been 
detected  in  a  number  of  perfectly  healthy  individuals. 

It  is  impossible  at  present  to  give  any  general  explanation  for  the 
diversity  of  the  forms  of  chronic  lead  poisoning.  The  central  nervous 
system  is  certainly  acted  on,  both  in  its  higher  and  lower  divisions. 
The  lead  line,  metallic  taste  and  nausea,  and  perhaps  the  constipation, 
would  seem  to  be  connected  with  the  excretion  of  the  metal  along  the 
alimentary  canal,  while  the  renal  action  is  probably  of  tlie  same  nature 
as  that  inducing  periarteritis  in  the  brain  and,  as  is  alleged,  in  the 
lungs  under  some  conditions.^  The  aniemia  indicates  an  action  on  the 
red  cells  of  the  blood,  and  the  gout  some  disturbance  of  the  general 
nutrition.  Attempts  have  been  made  to  elucidate  the  nature  of  this 
action  on  metabolism  by  estimating  the  urea  and  other  constituents  of 
the  urine,  but  no  important  light  has  been  thro^Mi  on  it  by  this  means, 
nor  in  fact  are  significant  results  to  be  hoped  for  in  a  disease  which 
offers  so  many  and  so  diverse  t^^es  as  lead  poisoning.  In  chronic  poison- 
ing lead  Ls  found  deposited  in  the  liver  and  other  organs,  but  the  quantity 
actually  in  circulation  at  any  one  time  may  be  so  small  as  to  entirely 
escape  estimation;  the  symptoms  and  lesions  of  chronic  lead  poisoning 
are  thus  not  due  to  the  accumidation  of  lead  in  the  a^ected  organs  but 
to  the  cumulation  of  injury  from  its  continually  renewed  passage  in 
infinitesimal  dilution  (Straub). 

t  Some  nathoHtiei  are  dinpoifMi  {a  rofard  the  nation  on  tbo  vrgtab  ««  the  fundomentAl 
feftturo  ID  lead  poiaoamg  which  kada  to  all  the  other  Aymptoma;  thus  the  eotio  ia  ujd  to 
be  a  vucular  ap&am  aad  iha  eaoephalopathia  and  palsy  to  axim  from  ompillar>^  hemiOT- 
rha^fu. 
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Lead  acts  upon  so  m&ny  tissues  that  it  might  be  expected  to  have 
some  distinctive  action  upon  the  simpler  organisms,  but,  as  a  matter 
of  fact,  it  seems  less  poisonous  to  them  than  most  other  he^vy  metals. 

Preparatiobis. 

Plumbi  Acetas  (U.  S.  P.,  B.  P.),  lead  acetate,  sugar  of  lead  (Pb(CiH,Oi)i 
+3HtO].  forms  colorless  cryst&ls,  with  a  sweetish,  astringent,  afterward  metAliic 
taste,  very  soluble  La  water,  leaa  so  in  alcohoL     0.06  G,  (1  gr.);  B.  P.,  1-5  gra. 

SuppQsHoTio  Plumbi  C<mponia  (B.  P.) ;  each  contains  3  gra.  of  lead  acetate 
and  1  gr.  of  opium. 

Pilwi  Plumbi  cum  Opio  (B-  POr  contalna  about  12  per  cent,  of  opium. 
2-4  grs. 

Liquor  PlumH  Subaceiatis  (U.  S.  P.),  Liquor  Plumbi  SuhaceiaHs  Fortii  (B.  P,), 
Ooulard*a  extract^  an  a<^ueou5  solution  containing  about  IS  per  cent,  of  lead. 
When  exposed  to  the  air,  the  insoluble  lead  carbonate  ia  formed.  The  aub- 
acetate  solutiona  are  aJkalliie  in  reaction  to  litmua. 

Liqutrr  Flurtxbi  Subacetalts  Dilutus  (U.  S,  P.,  B.  P.),  lead  water,  Goulard's 
lotion  or  water,  a  solution  coDtainiiig  about  1  per  cent,  of  the  subacetate. 

Glycerinum  Plumbi  (B.  P.). 

Unguentum  Plumbi  Subacetatis  (B.  P.), 

Lead  plaster  or  diachylon  plaster,  Emplastrum  Plumbi.  (See  Part  IV.) 

Theiapetitic  Uses —Lead  is  used  in  therapeutics  only  for  its  astrin- 
gent action.  The  acetate  is  prescribed  internally  in  diarrhoea,  generally 
along  with  opium,  and  always  in  pill  form^  as  the  solution  woidd  act 
on  the  stomach  and  have  less  effect  on  the  bowel.  It  has  been  tried 
in  dysentery  and  cholera,  but  has  proved  of  little  value.  Lead  has 
also  been  advised  in  cases  of  luemorrhage  from  the  lungs^  kidneys  and 
uterus,  but  is  quite  valueless  here,  as  it  acts  as  a  st^^tic  only  when 
applied  ltK?all\  .  Still  less  reason  is  there  for  its  use  in  nephritis,  cystitis^ 
and  similar  conditions* 

Externally,  a  solution  of  the  acetate  or  the  dilute  solution  of  the 
subacetate  is  used  as  an  astringent  lotion  in  burns  and  as  an  injection 
in  gonorrhoea. 

Lead  ought  not  to  be  employed  externally  or  internally  except  for 
a  short  time  as  otherwise  symptoms  of  poisoning  may  arise. 

Poisoiung. — In  acute  lead  poisoning,  the  indications  are  its  removal 
from  the  stomach  by  w^ashing,  and  its  precipitation,  which  may  be 
best  accomplished  by  solutions  of  the  sulphates,  such  as  magnesium 
sulphate.  In  the  absence  of  the  sulphates,  white  of  eg^  or  milk  is 
given. 

In  chronic  poisoning,  the  general  treatment  is  the  rcii^oval  of  the 
patient  from  the  danger  of  further  poi^oiung,  and  nutritious,  strength- 
ening diet.  The  iodide  of  potassium  has  been  said  to  accelerate  the 
elimination  of  lead  by  the  kidneys,  but  this  appears  erroneous;  in 
practice^  however,  the  iodide  is  always  used.  Diuretics  may  be  pre- 
scribed, and  hot  baths;  sulphur  baths  are  especially  recommended,  and 
massage  is  said  to  hasten  the  elirnination  of  the  poison. 

In  cohCj  morphine  or  opium  is  often  necessary'  to  allay  the  pain» 
Belladonna  or  atropine  is  used  l^  frequently,  and  nitrite  of  anx^l  ^ 
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said  to  be  efficient  for  a  short  time.  In  the  intervals  between  the 
paroxysms,  a  saline  cathartic  is  often  necessary  to  relieve  the  consti- 
pation, or  if  the  vonuting  prevents  this,  a  lar^j;e  enema  may  be  thrown 
into  the  bowel. 

In  arthralgia,  the  pain  may  necessitate  the  giving  of  opiates.  In 
an^thesia  and  encephalopathia,  the  treatment  is  expectant  and  symp- 
tomatic; for  instance,  in  mania,  or  violent  delirium,  chloral  may  be 
necessary- 

In  paralyiji'i,  strychnine  may  be  used  along  with  the  general  treat- 
ment, but  the  chief  reliance  is  to  be  placed  on  the  electrical  stimulation 
of  the  paralyzed  muscles,  first  vnth  the^alvanic  current*  and,  as  recovery 
f^ets  in,  with  the  induction  coil.  Massage  of  the  muscles  is  also  of 
benefit- 
Nephritis  and  gout  due  to  lead  poisoning  are  to  be  treated  in  the 
same  way  as  those  arising  from  other  causes. 

In  lead  works  and  paint  factories,  much  may  be  done  to  prevent 
lead  poisoning  by  hygienic  measures  tending  to  lessen  the  inhalation 
of  dust  and  the  contact  of  lead  with  the  food. 

When  s3Tnptoms  of  poisoning  have  appeared,  the  patient  ought  not 
to  be  allowed  to  work  again,  or  at  least  only  after  a  long  interval. 
Weak  and  aiisemic  men  ought  not  to  be  admitted  as  workmen,  and 
women  are  not  to  be  employed  in  lead  works  more  than  is  unavoidable. 
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V.  COFPEB. 

Copper  seldom  gives  rise  to  poisoning,  and  is  much  less  frequently 
used  in  medicine  than  many  of  the  other  heavy  metals.  The  soluble 
salts  precipitate  proteins  from  solution,  and  are  therefore  astringent 
when  applied  to  the  mucous  membranes  and  to  wounded  surfaces.  In 
larger  quantities  they  are  somewhat  irritant  and  corrosive,  although 
much  less  so  than  mercury- 
Symptoms —The  copper  salts  have  a  harsh,  metallic,  astringent  taste, 
and  when  swallowed  in  some  quantity  cause  nausea,  saUvation,  and 
vomiting.  The  most  of  the  salt  is  thus  removed^  and  no  further  symp- 
toms are  observed.  Large  quantities,  however,  induce  corrosion  of  the 
walls  of  the  stomach  and  intestine,  and  give  rise  to  violent  \'omitiTig 
and  purging,  the  copper  giving  a  blue  or  green  color  to  the  vomited 
matter  and  the  stools,  and  blood  appearing  in  them  later  from  the 
corrosion  of  the  mucous  membrane.  Violent  pain  in  the  abdomen  is 
complained  of,  and  the  lisual  symptoms  of  acute  corrosive  poisoning 
may  follow — collapse,  with  weak  pulse  and  respiration,  headache 
giddiness,  unconsciousness,  delirium,  coma,  convulsions,  and  paralysis. 
These  may  prove  fatal  in  a  few  hours,  but  more  frequently  the  patient, 
lives  for  several  days  to  sink  eventually  from  exhaustion. 

Tlie  nausea,  vomitiDg  and  purging  of  acute  copper  poisouiag  are  due  to  tho 
local  effect  on  the  mucous  membranes  of  the  stomach  and  iutealine.  In  fact, 
although  some  copper  is  absorbed  in  these  cases*  (here  ia  no  reajsou  to  suppose 
that  any  of  the  acute  symptoms  are  due  to  it^  for  ihey  are  all  induced  by  other 
poisons  which  net  only  as  gastn^intestina!  irritantB. 

The  occurrence  of  chronic  copper  poisonm;  in  man  has  not  been  established. 
In  copper  and  brass  workers,  gastro-intestinaJ  catarrh,  or  colic  and  diarrhcea, 
occur  occasionally  and  are  ascribed  to  the  copper  swallowed  in  the  course  of 
their  occupation.  The  dust  inhaled  may  similarly  cause  lannfreal  irritation 
and  bronchitis.  The  skin  and  hair  have  often  a  greenish  tint,  and  a  green  line 
on  the  teeth,  just  where  they  enter  the  gums,  i^  knoTi^  as  the  copper  line;  but 
U  is  believed  that  these  are  due  largely  to  the  copper  dust  deposited  on  the 
akin,  hair  and  teeth,  and  not  to  the  ejtcretjon  of  the  metah  Local  paralysis, 
anaemia,  tremor,  emriciation  and  cutaneous  eruptions  are  said  to  have  foUowed 
these  symptoms  in  some  eaaeSj  but  it  may  fairly  be  doubted  whether  these 
^mpttjnis  are  really  due  to  the  copper  or  to  the  lead,  arsenic  and  other  poisons 
often  associated  with  it.  Furthermore,  copper  has  been  taken  in  the  form  of 
tb^  metalt  or  of  its  soluble  salts,  for  prolonged  periods  "without  any  synipton^ 
being  elicited  except  those  of  slight  intestinal  catarrh  and  some  nausea.  Animals 
have  been  fed  with  food  containing  large  dosea  of  copper  for  many  montlia^ 
apparently  without  any  symptoms  o(  poisoning,  and  copper  is  found  so  regularly 
in  the  tissues  of  man  and  animals  that  it  may  be  regarded  as  a  normul  con- 
stituent, although  its  function  is  altogether  unknown  and  it  may  be  merely 
stored  up  on  its  way  to  excretion. 

In  animals  the  general  action  may  be  ehcited  by  the  injection  of  slowly  dis- 
sociated salts,  such  as  sodium-copper  tartrate  into  the  blood  or  subcutaiieoualy. 
In  the  frog  copper  induces  great  weakness  and  eventuall3'  complete  paralysis 
of  the  spontaneous  movements  and  of  the  heart.  This  appears  to  arise  from  a 
depressant  action  on  the  central  nervous  system,  but  the  muscles  are  also 
weakened  and  finally  completely  paralyzed;  often  fibrillary  contractions  are 
observed  early  in  the  froe,  but  it  is  unknown  whether  the^  are  of  central  or  of 
peripheral  ongLu.    The  heart  ia  somewhat  accelerated  at  first  by  vers  ^^is^ii^ 
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quantities,  but  later  becomea  slow  and  weak,  and  finally  ceases  in  diastole 
before  the  skeletal  muscles  are  paralyzed;  the  chaDgefi  in  the  heart  are  due  to 
direct  action  on  the  muscle. 

In  mammalB  the  intravenou?  iujection  of  copper  does  not  cause  vomiting, 
but  the  locomotion  soon  becomes  slow,  clumsy  and  weak,  and  later  complete 
paralyaifl  of  the  spontaneous  moveraenta  follows.  The  heart  and  respiration 
■eem  equally  involved,  but  the  respiration  ceases  somewhat  earlier  than  the 
heart.  The  blood-pressure  rises  slightly  after  the  intravenous  injection  of 
copper,  but  afterward  falLjj  partly  on  account  of  the  weakness  of  the  hejirt, 
and  partly  from  dilatation  of  the  bloodvessels.  When  an  animal  sur\'ivea 
longer,  violent,  Bometimea  bloody,  diarrhoea  is  g^enerally  induced  by  copper, 
by  most  of  the  other  heavy  metAb,  The  animals  lose  flesh  rapidly,  and 
refuse  food,  and  the  urine  often  contains  albumin,  and  according  to  some 
authors,  hsDmoglobin  and  blood.  In  the  rabbit  some  icterus  a^id  anjsmia  is 
said  to  occur  from  the  destruction  of  the  red-blood  cells,  and  fatty  degeneration 
of  the  hver,  kidney  and  heart  has  been  observed.  Others  have  found  ecchy- 
moses  and  congestion  along  the  intestine  and  in  the  kidney  to  be  the  chief 
lesions.  Similar  results  are  obl-ained  in  rabbits  when  copper  is  given  by  the 
mouth,  as  this  animal  is  incapable  of  rejecting  the  poison  by  vomiting.  In  the 
dog,  on  the  other  hand,  poisonoua  doses  are  removed  by  vomiting  when  they 
are  given  by  the  mouth. 

Copper  is  absorbed  from  the  intestine,  for  large  quantttles  liave  been 
found  in  animals  fed  on  it  for  some  time;  a  large  proportion  of  the 
poison  is  absorbed  when  small  doses  are  given,  but  the  proportion 
lessens  as  the  dose  is  increased.  It  also  passes  into  the  blood  from  other 
mucous  surfaces  and  from  wounds.  It  is  said  to  have  a  strong  affinity 
for  hEeiuoglobin  and  to  form  with  it  a  compound  which  Kobert  has 
named  cuprohffimolj  and  which  is  stated  to  be  formed  very  rapidly  when 
Ciopper  is  injected  into  the  blood,  the  metal  leaving  the  serum  and 
attaching  itself  to  the  corpuscles  at  once.  The  copper  absorbed  from 
the  intestine  is  lodged  chiefly  in  the  liver,  less  in  the  spleen,  kidney,  and 
thyroid-  It  is  excreted  in  the  bile,  urine  and  saliva,  in  the  intestinal 
secretions,  and  in  traces  in  the  milk,  and  is  said  to  pass  from  the  mother 
to  the  fcetus  in  utero.  Copper  is  fonnd  in  small  quantities  in  these  organs 
and  secretions  in  man  and  in  animals  that  have  not  been  treated  with 
it,  but  in  much  larger  amount  after  prolonged  administration.  Taken 
by  the  mouthy  it  fails  to  cause  general  poisoning,  because  it  is  slowly 
absorbed,  and  also  because  what  is  absorbed  is  withdrawn  from  the 
blood  by  the  liver. 

Copper  is  found  as  a  normal  constituent  of  the  blood  in  many  of  the  inver* 
tebrates,  in  which  it  performs  the  same  function  as  the  iron  of  the  haemoglobin 
in  the  vertebrates.  It  has  been  detected  in  one  of  the  pi^ents  of  birds'  feathers, 
and,  as  has  been  stated,  is  so  frequently  found  in  the  tissues  of  mammals,  both 
wild  and  domesticated,  that  it  may  be  regarded  aa  a  normal  constituent, 
Oy?tera  and  other  animals  take  it  up  in  large  quantities  when  they  live  in  water 
rich  in  copper,  and  apparently  are  not  injured  by  it,  while  on  the  other  hand 
Locke  found  that  the  traces  of  copper  contained  in  the  water  distilled  in  copper 
vessels  is  sufficient  to  destroy  tadpoles  and  tubifex,  one  of  the  annelid  womsa. 
It  is  sometimes  stated  that  cop|ier  solutions  sprinkled  on  their  leaves  improve 
the  growth  of  some  of  the  higher  plants,  but  this  appears  to  be  incorrect,  its 
only  action  being  to  weaken  them,  though  it  may  compensate  for  this  by  destroy- 
ing parasites.  Traoee  of  copper  added  to  the  water  m  which  they  live,  destroy 
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some  of  the  simpler  al^,  and  the  parasites  of  the  grape  vine,  potato,  apple 
and  other  plants  are  kiU^  by  spraying  the  plants  with  copper:  yeast  ceases 
growing  in  a  0.02  per  cent,  solution,  while  the  moulds  seem  to  be  almost  immune 
to  its  action.  Bucholtz  states  that  the  development  of  bacteria  is  stopped  by  a 
solution  of  copper  sulphate  under  1  per  cent,  in  strength,  but  others  find  that 
tubercle  bacilli  may  be  suspended  for  days  in  a  1  per  cent,  solution  of  copper 
chloride  without  any  impairment  of  their  virulence.  Copper  thus  seems  to 
have  a  very  powerful  poisonous  action  on  certain  living  forms  and  to  be  harmless 
to  others,  and  the  subject  deserves  further  investigation.  It  is  possible  that  it 
may  prove  to  act  prejudicially  to  some  himian  parasites,  and  it  is  certainly  less 
dangerous  to  man  than  many  other  remedies  used  as  parasiticides  and  disin- 
fectants 

Cupri  Sulphas  (U.  S.  P.,  B.  P.)  (CuSOi+SHiO),  large,  transparent,  deep 
blue  crystals,  without  odor,  but  with  a  nauseous,  metallic  taste,  soluble  in  water, 
scarcely  so  in  alcohol.  Dose  as  an  emetic,  0.25  G.  (4  grs.) ;  B.  P.,  &-10  grs. 

Therapeutic  Uses. — Copper  sulphate  is  used  intemaUy  only  as  an 
emetic,  and  for  this  purpose  ought  to  be  given  in  about  1  per  cent, 
solution.  It  acts  promptly,  and  does  not  leave  so  much  depression 
and  nausea  as  other  metallic  emetics,  and  for  this  reason  is  unsuitable 
as  an  expectorant.  In  phosphorus  poisoning  it  is  especially  valuablej 
as  in  addition  to  causing  evacuation  of  the  stomach,  the  metal  is  depos- 
ited on  the  particles  of  phosphorus  and  prevents  their  absorption. 

Externally  copper  sulphate  b  used  as  an  astringent  injection  in 
gonorrhoea,  and  occasionally  as  a  lotion  in  ulcers  and  wounds;  for  this 
purpose  it  is  employed  in  1  per  cent,  solution.  The  solid  crystals  are 
sometimes  used  to  touch  exuberant  granulations  for  their  astringent 
and  corrosive  effect. 

Small  quantities  of  copper  sulphate  have  recently  been  used  to 
destroy  the  algae  which  grow  in  reservoirs  and  often  give  the  water  a 
disagreeable  odor  and  taste.  The  proportion  of  copper  required  for  this 
purpose  is  about  one  part  in  a  million  or  sometimes  in  fifty  millions; 
this  treatment  does  not  render  the  water  deleterious  to  man,  for  much 
larger  quantities  of  copper  have  been  taken  constantly  without  injiury. 
It  has  also  been  suggested  to  disinfect  water  contaminated  with  typhoid 
bacilli,  and  some  success  has  been  recorded,  though  these  organisms 
are  less  susceptible  to  copper  than  those  of  putrefaction;  the  pro- 
portion of  copper  required  for  this  purpose  appears  to  be  greater  than 
that  necessary  to  destroy  the  algse. 

The  chloride  of  copper  is  a  much  more  irritant  and  disinfectant  substance 
than  the  sulphate. 

In  cases  of  Poisoning  with  copper  salts,  the  stomach  ^eratly  rejects  the 
metal  by  vomiting  and  no  emetic  is  required.  Non-corrosive  compounds  may 
be  formed  by  giving  milk,  egg,  or  other  forms  of  albimiin,  tannic  acid,  mag* 
nesia,  or  ferrocyanide  of  potassium.  Morphine  may  be  required  for  the  pain, 
ice  to  stop  the  vomiting. 
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VI.  zrac. 

The  efTects  of  zinc  resemble  those  of  copper  so  closely  that  they 
need  only  brief  mention.  Like  copper,  the  soluble  salts  precipitate 
proteins  and  therefore  possess  an  astringent  action,  or  in  large  quantities 
act  as  irritants  and  corrosives.  The  sulphate  is  the  soluble  salt  most 
commonly  used  in  medicine,  but  the  chloride  has  frequentlj^  given  rise 
to  corrosive  poisoning,  and  is  therefore  of  greater  importance  than  the 
chloride  of  copper.  The  sulphate  is  much  less  irritant  and  more  astrin- 
gent than  the  cliloride,  which  is  used  only  as  a  caustic  and  disinfectant. 

Symptoms. "The  sulphate  of  zinc  has  a  harsh»  metallic  taste,  and  in 
small  doses  causes  nausea  and  vomiting,  in  larger  quantities  violent 
vomiting  and  purging,  pain  in  tlie  abdomen  and  collapse;  these  symp- 
toms are  due  to  the  local  action  oti  the  stomach  and  intestine.  The 
insoluble  zinc  oxide  and  carbonate  are  less  liable  to  cause  acute  irrita- 
tion than  the  sulphate,  but  their  prolonged  ingestion  has  given  rise  to 
dyspepsia  and  constipation  or  diarrhoea  in  some  cases.  The  continued 
administration  of  zinc  salts  has  no  effects  in  man,  except  those  of 
disordered  digestion  and  constipation,  and  Lehmann  could  detect  no 
efTects  in  the  dog  after  the  administration  of  155  of  the  carbonate 
in  the  course  of  335  daySj  although  a  considerable  amount  of  the  metal 
had  been  absorbed. 

In  workers  exposed  to  zinc  fumes  a  condition  known  tis  brassfounders* 
ague  is  oecasionaUy  met  with.  It  is  ushered  in  by  dryness  of  tlie  throat, 
hard  cougli,  metallic  taste,  constriction  of  the  chest,  lassitude  and 
weakness,  sometimes  with  nausea  and  vomiting;  muscle  cramps  and 
joint  pains  are  often  present,  and  later  prolonged  rigors  and  shivering 
are  followed  by  a  rapid  acceleration  of  the  pulse,  cougliing  and  soreness 
of  the  chest,  and  headache.  These  symptoms  give  place  to  profuse 
perspiration,  and  the  patient  sinks  into  a  sleep  from  which  lie  awakes 
in  ordinary  health.  The  attack  has  been  attributed  to  the  absorption 
of  decomposition  products  of  the  proteins  destroyed  by  the  fumes  of 
zinc  inhaled;  it  is  held  that  the  same  symptoms  would  arise  from  the 
fiuxies  of  other  metala^  but  these  are  less  volatile  than  zinc  and  are 
therefore  seldom  inhaled.  A  number  of  obscure  nervous  conditions 
have  also  been  described  as  arising  from  zinc  in  workmen  in  brass 
factories  and  bronze  works,  but  it  is  questionable  whether  they  are 
really  due  to  the  zinc  or  to  its  impurities,  such  as  arsenic  and  lead. 

Action,— The  peneral  action  of  zinc  can  be  observed  only  when  a  double 
Bait  19  injected  intravenously  or  hypodermically.  as  the  ordinary  salts  pre- 
cipitate the  proteins  of  the  blood  when  injected  into  a  vein,  and  cause  acute 


imtatioTt  when  applied  subcutanc^ousty.  In  the  frog,  zinc  is  found  to  cause 
weakness  and  lessened  reflex  excitability^  and  the  heart  becomes  weak  and 
mefficient,  irrc^Iar  and  slow,  and  eventually  ceasea  in  diastole;  the  voliintary 
muscles  respond  more  wealtly  to  the  electric  current  in  life  and  lose  their  irrita- 
bility entirely  soon  after  death. 

In  nianmials,  the  intravenous  injection  of  zinc  causes  vomiting  and  diarrha-^, 
weakness^  tremor  and  paral^'sis  of  the  extremities;  and  the  stomaeh,  intestines 
and  heart  contain  small  hcemorrhaces.  The  blood-prrasure  eeems  to  be  but 
little  affected,  until  just  before  death,  but  the  pulse  is  slo^^'ed.  Helpup  found 
that  the  subcutaneous  itijection  of  zinc  sahs  induced  congestion  and  parenchjm- 
atoua  inflammation  of  the  kidney. 

Zinc  seems  therefore  to  depress  the  central  nert'ous  system  and  to  a  leas 
extent  the  heart  and  volimtary  muscles,  and  to  cause  irritation  and  congestion 
of  the  mucous  membrane  of  the  stomach  and  mtestine  and  ItiflatiimAttoii  of 
the  kidney.  The  fact  that  vomiting  occurs  from  the  intravenous  injection  of 
zinc  salts  is  explained  by  the  DiCtal  inducing  inflammation  in  the  stomach, 

Lehmann  found  that  of  the  isinc  absorbed  from  the  stomach  and  intestine, 
most  is  contained  in  the  liver  and  bile,  less  in  the  spleen,  kidney,  thyroid  and 
pancreas,  and  very  little  in  the  other  tissues.  Zinc  is  excreted  by  the  stomach 
and  intestinal  walls,  and  in  muc^  emaller  amounts  in  the  bile  and  urine. 

Locke  foutid  zinc  to  possess  a  poisonous  action  on  the  tadpole  and  tubifex 
when  present  in  traces  in  the  water  in  which  they  lived,  but  this  effect  was 
weaker  than  that  of  copper.  Richter  states  that  zinc  is  less  poisonous  to  fungi 
than  cojjfjer,  and  very  weak  solutions  seem  to  promote  their  growth.  The 
fine  salts  seem  to  be  in  general  much  weaker  than  those  of  copper,  which  they 
resemble  closely  in  other  respects. 

Preparations* 

ZiNCi  Sulphas  (U.  S.  P„  B,  P.)  (ZnSO^-hTHtO),  colorless,  transparent, 
odorless  crystals,  with  a  Imrsh,  astringent,  metallic  taste^  soluble  in  water, 
not  in  alcohol  1.0  G.  (15  grs.);  B.      10-30  grs, 

Ztnci  Oxidum  (U.  S.  P.^  B,  PJ  {ZaO),  an  amorphous  white  powder  without 
odor  or  taste,  insoluble  in  water.  0.25  G.  (4  grs,);  B.  P.,  3-10  grs. 

Ztnci  Carbonas  Pracipitatus  (U.  S.  P.)t  Zj'tu."  Carb&nas  (B,  P.),  a  preparation 
varying  somewhat  in  composition,  but  always  eontaiiung  some  oxide,  which 
it  resembles  in  appearance  and  solubUity. 

Unguentum  ZiNci  OxiDt  (U.     P,),  20  per  cent. 

Ukotjentum  ZiNCi  CB,  P.),  15  per  cent,  of  the  ojdde. 

Zinci  Chloridum  (V.  S.  P.,  B.  P.)  (ZnCli),  a  white  powder,  or  porcelain-like 
mass,  irr^iular  or  moulded  into  pencils,  odorless  and  strongly  caustic,  very 
deliquescent  and  soluble  in  water  and  alcohoL 

Liquor  Zinci  Chhridi  (U.  S.  P.,  B.  P.),  50  per  cent. 

The  acetate*  phenolsulphonate  or  sulphocarbolatep  and  the  valerianate  of 
line  are  superfluous  soluble  salts. 

Therapeutic  Usea.^Zinc  sulphate  has  been  used  internally  as  an 
emetic,  but  not  so  widely  as  the  sulphate  of  copper,  although  it  is 
equally  efficient.  The  sulphate,  the  oxide  and  the  carbonate  have  been 
advised  in  tlie  treatment  of  various  brain  disea^,  from  the  erroneous 
belief  that  zinc  is  a  sedative.  The  oxide  and  sulphate  are  seldom 
employed  as  astringents  in  diarrhcE'u. 

Ertemally  the  zinc  preparations^  with  the  exception  of  tJie  chloride, 
are  used  as  astringents,  the  sulphate  being  applied  in  solution,  the 
oxide  and  carbonate  as  powders  or  ointments*  The  oxide  is  especially 
useful  as  an  application  in  many  skin  diseases.  Solutions  of  the  suV^^^a^^ 
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are  used  as  an  eye  wash  (one-half  per  cent.)  and  as  an  injection  in  gonor- 
rhoea (1-4  per  cent,).  In  the  last  case  it  is  sometinies  formed  Into  a 
mixture  with  acetate  of  lead,  the  sulphate  of  lead  which  results  he'ing 
credited  with  some  astringent  action  and  not  heing  washed  off  so 
readily  from  the  diseased  surface.  The  phenolsulphonate  is  also  used  as 
a  urethra!  injection,  and  the  salicylate  and  the  sulpho-iodolate  of  zinc 
have  also  been  introduced  as  astringent  and  antiseptic  applications. 

The  chloride  of  zino  differs  from  the  other  salts  in  being  a  powerfiil  caustic, 
uad  is  yiseA  eib  a  paste  or  in  pencil  lonn  to  destroy  malignant  growths,  or  in 
chancres  itnd  gangrenous  aores.  It  produces  a  white  eschar  and  is  said  to  be 
leas  liable  to  spread  over  the  surface  than  potash,  bnt  penetrates  the  epidermis 
with  difficulty,  and  it  is  therefore  advisable  to  destroy  this  with  potash  or  a 
blister  before  applying  the  caustic.  It  is  sometimes  mixed  with  flour  or  dried 
gypauni  and  water  to  a  paste  (Canquoin's  paste),  when  a  leas  active  caustic 
is  desired.  Its  use  is  much  more  restricted  at  the  present  time  than  formerly. 
Burnett's  disinfecting  solution  (a  somewhat  stronger  solution  than  the  official 
liquor)  is  used  to  disinfect  fsecea  and  urinals,  and  tlie  liquor  of  the  pharma- 
copceia  may  be  employed  for  the  same  purpose.  It  has  frequently  given  rise 
to  severe  corrosive  poisoning  from  being  swallowed  accidentally  or  auicidally* 
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VH.  SILVER. 

The  only  salt  of  silver  used  at  all  extensively  in  medicine  is  the 
nitrate,  which  is  caustic,  astringent,  and  disinfectant.  Added  to  solu- 
tions of  proteins,  it  forms  a  heavy  precipitate,  which  is  at  first  white 
in  color,  but  turns  darker  in  the  light  as  the  silver  is  reduced. 

Symptoms. — In  dilute  solution  silver  is  a  slight  irritant  to  the  skin, 
and  causes  redness  and  itching  only,  but  more  concentrated  solutions 
blister,  and  the  solid  nitrate  of  silver  causes  an  eschar,  wUch  is  at  first 
white,  but  later  tiirii3  black  from  the  reduction  of  the  silver  in  light. 
On  the  mucous  membranes,  dilute  solutions  act  as  astringents,  but  con- 
centrated cause  irritation  and  corrosion.  The  caustic  action  of  sil\'er 
does  not  extend  so  deeply  as  that  of  some  other  metals,  such  as  mer- 
cury, because  the  penetration  of  the  metal  is  limited  by  the  formation 
of  the  insoluble  chloride.  On  the  other  hand,  the  silver  salts  are  more 
irritant  than  those  of  lead. 

The  astringent  action  is  due  to  the  formation  of  a  protective  layer  of 
coagulated  albumin.   If  irritation  is  induced  the  vessels  are  dilated,  and 


there  is  no  evidence  that  they  are  ever  contracted  in  the  practical  use 
of  silver. 

In  acute  silver  poisoning  from  the  ingestion  of  silver  nitrate,  the 
symptoms  are  those  of  severe  gastro-intestinal  irritation  and  corrosion. 
Burning  pain  is  felt  in  the  throat  and  abdomen,  and  is  followed  by 
nausea  and  vomiting  and  often  by  purging.  The  mouth  is  covered 
with  a  grayish-white  membrane,  which  turns  darker  after  a  time,  but 
this  is  absent  if  the  poison  be  swallowed  in  the  solid  form,  as  has  hap- 
pened sometimes.  The  corrosion  of  the  stomach  and  intestine  cause 
collapse,  Tfdth  weak  pulse,  shallow  respiration  and  pinched  features  and 
this  may  be  followed  by  coma,  convulsions,  and  death.  The  throat, 
stomach  and  intestine  presented  the  ordinary  appearances  of  acute 
corrosive  poisoning  in  one  case  in  which  an  autopsy  was  performed. 

Action. — The  symptoms  of  acute  poisoning  are  due  to  the  local  action,  and 
present  no  features  suggesting  that  aUver  is  absorbed  and  causes  general  poison- 
ing. The  action  of  silver  after  absorption  has,  however,  been  mveatigated 
in  animals  poisoned  by  subcutaneous  or  intravenous  injection.  The  nitrate, 
owing  to  its  coagulating  properties,  is  unsuitable  for  this  purpose,  and  the 
hyposulphite  of  sodium  and  silver,  or  a  solution  of  the  albuminate  hsa  therefore 
been  used.  In  mammaU  the  central  nervous  system  is  the  chief  seat  of  action, 
especially  the  medulla  oblongata,  which  seems  to  be  stimulated  at  f^rst,  for  the 
blood-pressiue  rises  and  the  pulse  is  somewhat  slow,  owing  to  increased  activity 
of  the  vasoruotor  and  vagua  centres.  Later  the  blood-pressure  falls  and  the 
respiration  becomes  slow  and  labored^  and  eventually  ceases  from  paralysis 
of  the  centre.  Gaethgens  aaserts  that  the  diaphragm  ^  and  eventually  the  other 
striated  muscles  are  paralyzed  soon  afterwards.  The  heart  is  comparatively 
little  affected  and  often  continues  to  beat  some  time  after  the  respiration  has 
stopped.  In  less  acute  poisoning,  when  the  animal  sur\ives  the  injection  for 
several  hours  or  days,  a  marked  increase  in  the  bronchial  secretion,  culminating 
in  oedema  of  the  lungs,  has  been  noted;  no  satisfactory  explanation  of  this  has 
been  advanced,  but  it  does  not  seem  due  to  cardiac  inefficiency.  Congestion 
and  ecchymoses  are  found  in  the  stomach  and  intestine,  and  some  authors 
mention  ulceration  of  these  mucous  membranes,  Cohnatein  found  that  small 
quantities  of  silver  salta  injected  intravenously  cause  some  increase  in  the 
urine  for  a  time,  but  that  larger  quantities  are  followed  by  albirnilnuria. 

In  cold-blooded  animals  and  in  invertebrates,  silver  preparations  are  said 
to  cause  violent  convulsions,  resembling  thoee  of  strychnine  and  followed  by 
general  paralysis. 

The  general  action  of  silver  is  thus  apparently  directed  first  of  all  against 
the  medulla  oblongata,  the  rest  of  the  central  nervous  system  being  affected 
to  a  less  extent.  The  mucous  membrane  of  the  stomach  and  intestine  is  acted 
on,  by  most  heavy  metals,  and  the  kidney  is  also  liable  to  irritation.  CEdema 
of  the  lungs  occurs  freciuently. 

Chronic  Poisoning, — There  is  no  evidence  that  in  acute  poisoning  in 
man  any  considerable  amount  of  the  metal  is  absorbed  from  the  stomach 
and  intestine.  When  silver  is  given  for  prolonged  periods,  however, 
some  is  absorbed,  although  probably  only  a  minute  fraction  of  that 
actually  swallowed.  None  of  it  is  found  in  the  epithelium  of  the  stomach 
and  intestine,  and  some  of  it  may  circulate  in  the  blood  in  a  soluble  form 
for  a  short  time.  But  the  greater  proportion  is  very  soon  thrown  down 
Ln  the  form  of  minute  granules,  which  are  found  in  the  connective 
tissues  of  the  body  chiefly,  and  when  present  in  quantity,  give 


THB  HSAVY  MBTALS 


color  to  the  skin  and  mucous  membranes.  This  pigmentation  (Argyria) 
was  much  commoner  formerly,  when  the  nitrate  was  used  in  the  treat- 
ment of  epilepsy.  More  recently  it  has  occurred  in  the  makers  of 
artificial  pearls,  who  use  silver  as  a  pigment.  Ix>cal  argyria  is  some- 
times met  with  from  the  prolonged  application  of  siJver  nitrate  to  the 
eye  or  throat,  when  it  tints  the  eyelids  and  mouth,  and  from  \\'orking 
with  silver,  when  the  hands  are  permanently  blackened  from  the  gran- 
ules being  forced  into  the  skin. 

The  deposit  of  the  sil\'er  in  the  akin  gives  it  a  darker  color,  varying 
from  light  gray  in  mild  cases  to  a  darker  slate  shade  after  more  pro- 
longed use.  It  is  generall^^  distributed  all  over  the  body,  but  in  some 
cases  has  been  especially  marked  in  the  face,  and  it  is  said  to  begin 
in  the  gums,  where  it  causes  a  dark,  slate-colored  line  somewhat  re- 
sembling the  lead  line.  In  the  skin  it  is  found  in  the  corium,  not  in 
the  epidermis.  The  deposit  and  the  dark  color  extend  throughout 
the  alimentary  canal  and  the  respiratory  passages,  the  granules  occur- 
ring in  the  connective  tissue^  particularly  in  the  intestinal  villi^  and 
not  in  the  epitheliimi.  The  glomeruli  of  the  kidneys,  the  connective 
tissue  of  the  li\  er  and  spleen,  the  choroid  plexus,  the  tunica  intima 
of  the  aorta,  the  serous  membranes,  and  the  mesenteric  lymph  glands 
contain  more  of  the  deposit  than  otlier  organs.  The  pigmentation  is 
not  accompanied  by  any  other  s^Tnptoras  of  importancej  and  the 
victims  live  to  old  age  without  suilering  from  the  chronic  poisoning  in 
any  way,  except  from  the  annoyance  induced  by  the  change  in  color. 

Argyria  is  quite  incurable,  although  many  attempts  have  been 
made  to  remove  it.  Iodide  has  been  tried,  for  the  most  part  without 
effect,  and  blistering  is  equally  valueless,  as  the  pigment  lies  deeper 
than  the  epidermis.  The  only  known  solvent  of  the  granules  is  cyanide 
of  potassium,  and  of  course  this  is  inadmissible,  owing  to  its  powerful 
poisonous  action. 

Argyria  has  been  induced  in  animals  by  prolonged  treatment  with 
small  doses  of  silver  salts,  though  here  the  pigment  is  not  found  in  the 
skin,  but  in  the  duodenal  mucous  membrane  and  the  mesentery  at  ached 
to  it,  the  mesenteric  lymph  glands,  the  spleen,  and  liver.  A  deposit 
of  silver  pigment  has  also  been  induced  in  animals  by  a  single  injection 
of  a  non-irritant  preparation  into  a  vein,  or  into  the  subcutaneous 
tissue.  Here  the  silver  is  found  at  first  in  the  liver  capillaries,  the 
glomeruli  of  the  kidney,  the  intestine  and  the  bone  marrow,  but  is 
afterward  taken  up  by  the  leucocytes,  and  carried  to  all  the  organs  of 
the  body. 

In  man  it  seems  likely  that  most  of  the  silver  passes  through  the 
alimentary  canal  unabsorbed  and  that  the  small  proportion  taken  up 
by  the  tissues  is  precipitated  and  remains  embedded  in  them  indefi- 
nitely, for  the  pigmentation  remains  unchanging  in  its  depth,  and  there 
is  therefore  no  reason  to  suppose  that  any  of  the  silver  is  eliminatedr 

In  animals,  however,  some  of  the  silver  injected  hypodermically  or 
intravenously  is  excreted  by  the  epithelium  of  the  alimentary  canal. 
None  appears  in  the  urine.   In  the  frog  silver  injected  hypodermically 
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is  all  excreted  by  the  epithelium  of  the  tongue,  is  swallowed,  and  passes 
out  iti  the  faeces.  No  other  poison  is  known  to  be  eliminated  by  this 
channel. 

Silver  nitrate  is  a  powerful  disinfectant,  partly  from  its  action  in 
coaf^ulating  the  proteins  of  the  microorganisms,  partly  from  the  specific 
eiTects  of  the  metal. 

Preparations. 

Argenii  Nitras  (U,  S,  F.^  B,  P.)  (AgNOi),  colorless  crj'stab  which  become 
gray  or  graybh-black  on  exposure  to  light  in  the  presence  of  organic  matter, 
with  a  bitter,  caustic,  strongly  metallic  taste,  very  soluble  in  water,  less  so 
in  alcohol.  0.01  G.  0  gr.) ;  B.  P.,  J-i  gr. 

Aegbnti  Nitras  Fusus  (U.  S.  P.),  moulded  nitrate  of  silver,  lunar  caustic 
— a  white,  hard  solid,  generally  cast  in  the  form  of  pencils. 

Argenti  Nitras  Ini>cratus  (B.  P.),  toughened  caustic,  silver  nitrate  fused 
with  5  per  cent,  of  nitrate  of  potassium. 

The  silver  preparations  ought  to  be  kept  in  dark  amber-colored  bottles,  in 
order  to  prevent  their  being  reduced  by  Ught,  and  ought  not  to  be  prescribed 
with  orgftiiic  mattetj  which  rapidly  reduces  them* 

Therapeutic  Usoa. — Silver  nitrate  pills  have  been  recommended  in 
some  forms  of  dyspepsia  and  vomiting,  and  in  gastric  ulcer,  and  have 
also  been  used  as  astringents  in  diarrhoea,  but  generally  with  little 
benefit.  A  very  ancient  use  of  silver  oxide  and  more  recently  of  the 
nitrate,  is  that  in  the  treatment  of  epilepsy,  chorea,  tabes  and  various 
other  nervous  diseases.  This  dates  from  the  Arabs,  and  is  said  to 
have  originated  from  the  astrological  medicine  of  that  period^  which 
taught  that  nervous  diseases  were  especially  affected  by  the  phases  of 
the  moon,  which  was  associated  with  silver  in  their  system  (hence 
lunar  caustic,  lunacy).  Clinical  experience  shows  that  silver  is  of  no 
benefit  in  epilepsy,  and,  in  fact,  it  is  improbable  that  silver  reaches 
the  central  nervous  system  in  any  other  form  than  inert  granules. 
This  use  of  silver  very  often  gave  rise  to  argyria  without  benefiting 
the  patient,  about  15-30  G.  proving  sufficient  to  cause  marked  pig- 
mentation. 

Externally  silver  nitrate  is  employed  very  extensively,  the  sticks  of 
lunar  caustic  being  used  to  destroy  warts  and  other  small  skin  growths, 
to  arrest  capillary  haemorrhage,  to  destroy  the  false  membranes  of 
diphtheria  and  for  other  similar  purposes.  A  solution  of  2-5  per  cent, 
may  also  be  applied  to  cauterize  chancres  and  indolent  ulcers,  and  one 
of  1-2  per  cent,  may  he  painted  on  mucous  membranes  as  an  irritant 
disinfectant;  a  solution  of  common  salt  is  then  used  to  wash  the  part, 
in  order  to  remove  the  excess  of  silver.  In  ophthalmia,  especially  of  the 
infectious  form,  a  solution  of  1-2  per  cent-  is  extremely  valuable,  and, 
in  fact*  a  routine  treatment  in  some  lying-in  hospitals  is  to  wash  the 
eyes  of  the  infant  with  this  solution  immediately  after  birth  as  a  pro- 
phylactic measure  to  prevent  ophthalmia,  A  solution  of  this  strength 
is  only  to  he  used  by  the  surgeon  himself,  and  the  eye  should  be  washed 
out  with  a  salt  solution  at  oace.  A  more  dilute  solution  (one-fourth  to 
one-half  per  cent,)  may  be  used  as  a  lotion  for  the  eye  more  f  reojieutl^  ^ 
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may  be  applied  to  extensive  denuded  surfaces,  as  burns,  and  is  often 
thrown  into  the  rectum  in  chronic  dj^entery.  In  gonorrhoea,  the 
nitrate  of  silver,  1  part  in  500-2,000  of  water^  is  used  as  an  injection, 
and  is  found  to  have  great  value,  destroying  the  gonococci  and  promoting 
healing.  Very  much  stronger  solutions  (up  to  5  per  cent.)  have  been 
used  to  abort  the  disease  in  its  onset,  but  cause  great  pain* 

The  precipitation  of  silv^  nitrate  by  proteins  and  chlorides  confines  lie 
disinfectant  action  to  narrower  limits  than  those  of  some  other  bactericides, 
and  this  has  led  to  the  introduction  of  a  number  of  other  compounds,  which 
are  less  easily  dissociated  and  accordingly  leas  liable  to  be  throivn  out  of 
solution.  Thus  uTgentaminet  a  10  per  cent,  solution  of  silver  phosphate 
iii  10  per  cent,  ethyleudiamtoe  solution,  has  been  used,  in  gonorrhaea  diluted 
to  1: 1,000-5,000,  in  the  eye  in  5  per  cent,  solution.  Another  recent  product 
\s  argonitif  which  ia  a  combination  of  casein  and  Bilver,  ia  soiubJe  id  water,  and, 
like  argentaminef  is  not  precipitated  by  chlorides  nor  by  albumin;  it  is  a  some- 
what weaker  disinfectant  than  the  nitrate  and  argentamine.  The  lactate  of 
silver,  ocfoi,  and  the  citrate,  itrolt  have  also  been  used  aa  disinfectants.  The 
former  is  used  in  solution  (?  per  cent.),  the  latter  as  a  disinfecting  powder  in 
wounds.  Protargol,  largin,  argyrol  and  many  other  compounds  of  silver  have 
been  introduced,  but  the  best  known  in  the  last  few  years  has  been  Credo's 
coUoid  nher  {pdlargol),  which  is  metaUic  silver  in  colloid  fonii»  which  may  be 
fluapended  in  water  (4  per  cent.)  or  in  ointment  (10-15  per  cent.)^  This  has  been 
advertised  as  a  bactericide  in  the  most  diverse  conditions,  and  has  been  injected 
hypodermically,  and  even  intravenously,  to  destroy  microbes  in  the  tissues. 
But  it  haa  no  disinfectant  action,  and  in  fact  is  a  very  inert  body^  which  is  devoid 
of  any  therapeutic  properties.  It  may  be  added  that  none  of  these  newer 
preparations  arc  superior  to  the  nitrate  in  ef&ciency  as  disinfectants,  and  those 
that  are  less  irritant  are  also  less  reliable. 

Silver  preparations  ought  not  to  be  used  for  long  periods,  as  argyria  has 
been  induced  in  three  months  and  after  the  use  of  1&-30  G.  (^i  oz.)  of  the 
nitrate. 

In  cases  of  poisoning  vdih  silver  nitrate^  eggs,  milk  and,  above  all,  common 
salt  solution  are  indicated  to  form  insoluble  compounds.  In  argyria  no  improve- 
ment can  he  expected,  though  the  iodide  of  potassium  may  be  tried. 
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Vm.  BISMUTH. 

The  insotuble  salts  of  bismuth,  in  especial  the  subnitrate,  have  long 
enjoyed  a  reputation  in  the  treatment  of  gastric  and  intestinal  irrita- 
tion, and  have  more  recently  been  advised  in  surgery  as  applications 
to  granulating  wounds. 


Sfmptoms. — Taken  in  therapeutic  doses,  the  subnitrate  induces  no 
marked  symptotas,  even  after  prolonged  use.  It  has  little  or  no  taste, 
and  passes  through  the  stomach,  and  intestine  for  the  most  part  unab- 
sorbed.  It  does  not  seem  to  affect  the  passage  of  food  through  the 
stomach  in  most  cases,  but  is  believed  to  lessen  the  secretion  of  acid 
under  some  conditions.  In  tlie  intestine  it  is  said  to  have  some  effect 
in  increasing  the  leucocytes  of  the  blood,  and  often  causes  some  con- 
stipation. It  gi\'es  the  stools  a  black  color,  which  is  generally  believed 
to  be  due  to  the  formation  of  the  sulphide  of  bismuth,  but  which  Quincke 
ascribes  to  the  reduction  of  the  subnitrate  in  the  intestine. 

Very  little  of  the  bismuth  swallowed  is  absorbed,  but  several  author- 
ities have  found  traces  in  the  urine  of  patients  treated  with  it  inter- 
nally, so  that  some  evidently  passes  into  the  blood  under  certain 
unknown  conditions.  Enormous  quantities  have  been  administered 
internally  without  any  symptoms  of  poisoning  being  elicited,  but  in 
one  or  two  cases  some  stomatitis  has  been  remarked,  w^hile  in  other 
instances  large  concretions  of  bismuth  have  been  found  in  the  stomach 
and  bowel^  Some  of  the  older  wTiters  describe  serious  poisoning 
from  bismuth,  but  this  was  not  due  to  the  drug  itself,  but  to  the  lead, 
arsenic,  or  antimony  with  which  it  was  contaminated.^  Since  its  use 
was  extended  to  wounded  surfaces,  several  cases  of  serious  intoxication 
have  occurred*  The  symptoms  are  sahvation,  sw^elling  of  the  gums, 
tongue  and  throat,  pain  and  difficidty  in  swallowing,  black  spots  in 
the  mouth  and  throat,  and  gangrene  of  the  soft  palate  and  other  parts 
of  the  mucous  membrane  of  the  mouth.  Vomiting,  diarrhoea  and 
albuminuria  follow,  but  the  patients  generally  recover  when  the  dress- 
ing is  removed  from  the  wound.  In  these  cases  much  less  bismuth 
is  applied  tlian  is  often  prescribed  for  Internal  use,  so  that  it  would 
appear  that  it  is  absorbed  more  rapidly  from  granulating  surfaces 
than  from  the  mucous  membranes,  or  that  what  is  absorbetl  from 
the  stomach  and  intestine  is  prevented  by  the  liver  from  reaching  the 
general  circulation. 

Action,— The  general  action  of  biamnth  h&a  been  studied  in  animak  by  the 
fliibcutaneous  or  intravenous  injection  of  the  double  salts,  guch  m  the  tartrate 
of  bismuth  and  sodium.  In  froga  the  symptoms  are  those  of  stimulation  of 
the  spinal  cord  and  medulla  oblongata,  followed  by  depression  and  paralysis. 

In  mammaU  ateo  large  doses  act  chiefly  on  the  central  nervous  S3fsteni.  The 
respiration  is  accelerated,  the  heart  slowed,  and  violent  clonic  and  tonic  con- 
vukioDs  foDow  at  short  intervals,  during  which  the  movements  are  weak  and 
incodrdinated.  Towards  the  fatal  issue  of  the  injection  the  heart  often  ceases 
entirely  for  some  tim'e  and  then  regains  itd  former  rhythm  quite  suddenly. 
The  blood-pressure  falls,  partly  owing  to  the  weakness  of  the  heart,  partly 
from  depression  of  the  vasomotor  centre, 

'  Larce  guaatitifls  cf  bivmutb  euboitr&t«  h%va  bun  Kjvea  by  the  mouth  or  reotum  in 
BOnt^n^rty  ex-amiaatioii  of  tlie  atom&ch  &nd  boweL  &Dd  in  a  few  cuurfl  rat&l  pouoning 
hu  oeeurted  from  niuiLeft  being  fanned  from  the  nilrate  a,xid  leading  to  the  formation 
of  metbffimoiElobto  m  tb«  blood  i^Ua,  This  d&QESf  way  be  avoided  by  using  the  carboonUi 
instead  of  tho  fniboitrAtt. 

'  A  symptom  formefly  noted  in  case*  trekl«d  with  bumuih  vm  an  eitremely  diugre»> 
■ble  odor  in  the  breath,  but  this  haa  bseu  ibown  to  bo  due  to  the  pr«*BDc«  of  uHurium  in 
the  preparalioD. 
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Smaller  quantities  injected  intravenously  or  subcutaneously  into  mammals 
induce  a  more  chroni<^  form  of  intoxicationf  which  resembles  that  leen  in  man. 
The  earliest  s3Tiiptom3  are  loss  of  appetite,  vomiting  and  diarrhcaa,  aativation 
and  stomatitis  with  ulceration  of  the  gnnis,  tongue,  and  buccal  mur^ous  mem- 
brane. Weakness,  slowness  and  incodrdination  of  the  movetnetits  fotlovi%  and 
except  in  very  few  chronic  ca^,  tetanic  convulsions  occur  at  intervals.  The 
urine  containa  albumin  and  casts.  The  weakness  gradually  deepens  into  com- 
plete paralysis  and  the  animal  dies,  generally  without  convulsions.  The  heart 
seems  little  affected  in  the  chronic  intoxication,  but  the  blood-pressure  is  low 
from  the  interstitial  irritation  and  general  collapse. 

Besides  the  stomatitis  and  ulceration  of  the  mouth,  the  post-mortem  appear- 
ances in  chronic  bismuth  poisoning  in  am'raals  consist  in  some  congestion, 
inflammation  and  necrosis  in  the  kidney,  and  an  intejjge  black  coloration  of 
the  ciEcum  and  the  upper  part  of  the  lar^  intestine.  This  pigtnentation  is 
limited  very  exactly  by  the  ileocsecal  %'alve,  and  extends  throughout  the  thick- 
ness of  the  bowel  wall.  The  mucous  membrane  nmy  also  be  necrosed  in  places 
and  ulcers  and  haemorrhages  are  met  with  in  it.  The  black  coloration  is  due 
to  a  deposit  of  bismuth  sulphide  on  the  mucous  membrane  and  in  the  capillar>' 
vessels  and  l^mph  spaces.  Meyer  and  Steinfcld  found  that  bismuth  is  excreted 
all  along  the  ahinentary  canal,  but  in  larger  quantities  in  the  cjectim  and  large 
intestine  than  elsewhere^  and  they  ascribe  the  ulceration  to  the  preeipitatioti 
of  the  sulphide  in  the  vessels  and  the  consequent  arrest  of  the  blood  current. 
When  sulphide  solution  was  artificially  introduced  into  the  stomach  and  small 
intestine,  bismuth  caused  necrosis  and  ulceration  here  also,  so  that  there  is 
considerable  support  for  this  view. 

They  found  bismuth  to  be  stored  in  considerable  quantity  in  the  liver  and 
iG  be  excreted  by  the  urine,  stomach  and  intestine,  but  especially  by  the  c^cum 
and  large  bowel.  It  has  been  found  in  the  sativa  by  other  observers,  and  perhaps 
in  traces  in  the  milk,  although  the  hist  is  not  satisfactorily  established* 

The  action  of  bismuth  in  acute  poisoning  in  animal  experiments  seems  there- 
fore to  be  exerted  on  the  medulla  and  spinal  cord,  to  a  less  extent  on  the  heart, 
while  in  chronic  ititostication  the  organs  affected  are  those  by  which  it  is  excreted 
— the  mouth,  kidney,  large  intestine,  and  csecum. 

Preparations. 

BisMUTHi  SuBNiTRAs  (U.  S-  B.  P.),  white  bismuth,  Magisterium  Bis* 
muthi,  bismuth  oxynilrate,  a  heavy,  while»  insoluble  powder,  odorless  and 
almost  tasteless,  with  a  slight  acid  reaction.  It  consists  of  a  mixture  of  the 
hydrate  and  submtrate  of  bismuth  in  varying  proportions*  0.5  G.  (8  grs.). 
B.  P*,  5-20  grs,,  in  powder  or  suspended  in  water. 

Bismuthi  S'\^carbonas  (U.  P.);  Bi^ttntithi  Carbonas  (B.  P*),  bismuth  oxy- 
carbonat«,  a  white  or  pale  yeUowisb-while  powder,  varying  in  composition; 
odorless,  tasteless,  insoluble  in  water  or  alcohol.    Dose  as  for  subnitrate. 

Magnrn  Bismuthi  (U.  S.  P.),  milk  of  bismuth,  is  a  suspension  of  bismuth 
hydroxide  and  subcarbonate  in  water.   Dose,  4  mils  (1  fl.  dr.). 

Trochiscus  Bisniuihi  Composihts  (13.  P,);  each  containa  2  grs.  of  bismuth 
oxycarbonate  along  with  the  carbonates  of  magnesia  and  lime. 

Bismuthi  Salicyhs  [B.  P.),  Bwnuthi  Subjiahq/lm  (U.  S.  P,)  the  saHcylate, 
or  oxj^salicylate,  of  bismuth,  is  a  white,  amorphous  powder,  insoluble  in  water. 
0.5  G.  (8g"rs-);  B.  P.,  5-20  gfS. 

The  ctirate,  bettinftphtholate^  flJid  aubgatUtie  of  bismuth  have  been  suggested 
in  similar  doses,  but  liave  no  advantages  over  the  better  known  sails;  the  only 
sohible  preparation  which  has  been  introduced  ia  the  dovbh  cilraie  of  bismvui 
and  ammonium  (2  gra.). 

Therapeutic  Uses,— Bismuth  has  been  used  chiefly  in  gastric  catarrh 
and  ulcer,  and  lias  often  been  looked  upon  as  a  specific  in  the  last 
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afTection,  though  it  acts  simply  as  a  protective  powder  with  perhaps 
some  astringent  properties.  It  has  been  found  that  when  swallo^^ed 
it  IS  at  first  deposited  in  the  most  dependent  part  of  the  stomach,  but 
is  later  distributed  evenly  over  the  siirface  and  forms  a  continuous 
sheet  over  any  ulceration,  which  it  thus  protects  from  mechanical 
injury  from  the  food,  and  aJso  from  the  chemical  action  of  the  gastric 
juice.  The  subnitrate  is  the  only  one  of  the  official  preparations  largely 
used  for  this  purpose,  and  is  generall}^  administered  in  quantities  of 
2-3  (3CM5  grs.)  per  day  in  powder.  Recently  the  use  of  much 
larger  quantities  (10-15  G.,  150-250  grs,,  per  day)  has  been  recom- 
mended. Bismuth  has  also  been  used  in  diarrhoea  for  its  astringent  and 
protective  action  on  the  intestinci  which  is  again  due  to  its  being 
deposited  on  the  mucous  membrane  and  acting  as  a  mechanical  coating 
over  irritated  surfaces.  If  bismuth  13  prescribed  with  alkalies,  the  car- 
bonate should  be  used,  as  the  subnitrate  is  slightly  acid  in  reaction. 

The  subnitrate  has  been  advised  in  surgery  as  an  antiseptic,  astrin- 
gent powder  to  replace  iodoform.  It  is  true  that  it  is  devoid  of  the 
disagreeable  odor  of  the  latter,  but  it  is  not  a  harmless  remedy,  as  was 
at  first  supposed,  for  se^^eral  cases  of  bismuth  poisoning  have  l>een 
recorded  from  its  surgical  use.  Like  iodoform,  its  value  depends  not 
so  much  on  its  germicidal  action  as  on  its  absorption  of  the  fluids  of 
the  wound,  which  renders  the  surface  less  suitable  for  the  growth  of 
bacteria.  The  therapeutic  uses  of  the  bismuth  preparations  then  are 
largely  due  to  their  insolubility.  The  subnitrate  is  generall^^  used, 
the  carbonate  less  frequently,  while  the  soluble  double  citrate  is  quite 
superfluous. 

Several  new  compounds  of  bismuth  have  been  introduced  in  therapeutics 
of  late  years,  chiefly  with  the  intention  of  combining  the  astringent  pro|>crties 
of  bismuth  with  the  antiseptic  action  of  benzol  preparations.  Among  theae 
niay  be  mentioned  the  salicylate  and  benzoate,  which  have  been  used  as 
intestinal  antiseptics  and  astringents.  Others  are  airol  (bismuth  oxyiodide 
gallate),  ihioform  (bismuth  dithio-aalicylate)  bism-utk  phenolate^  crcso/ate,  orjihoi 
U-nnphtolflte),  xeroform  (tribroniphenolat^),  tannatet  s^ulphocarbolaie,  dprmoi 
(chr^'sophanate),  eudoxin  (tetraiodophenolphtaleinate).  These  have  been  used 
chiefly  as  cutaneous  appUoations  in  various  forms  of  skin  disease,  in  which 
an  astringent  and  protective  powder  is  indicated,  in  bums  and  ulcers,  in  some 
ophthahnic  conditions  and  a»  duating  powders  after  operations. 
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ALUMINIUM  AND  ALUM. 

The  chief  pharniacopoeial  preparation  of  aluminiuca  is  the  sulphate 
of  aluminium  and  potassium,  or  alum,  which  has  heen  largely  used  for 
its  astringent  properties.    Alum  solutions  precipitate  proteins  in  the 
same  way  as  the  salts  of  the  other  hcav^y  metals^  and  dilute  soiutions 
43 
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have  thus  an  astringent  action,  while  larger  quantities  and  more  con- 
centrated solutions  act  as  irritaats.  This  is  more  especially  the  case 
when  dried  alum  is  applied,  for,  in  addition  to  its  coagulating  effect  on 
the  proteins,  this  preparation  has  a  great  avidity  for  water. 

STmptoms. — Alum  solutions  have  a  sweetish,  astringent  taste*  and 
in  small  quantities  induce  no  symptoms  except  a  feeling  of  dryness 
and  astringency  of  the  mouth  and  throat,  and  some  constipation. 
Larger  doses  act  as  gastric  irritants  and  cause  nausea  and  vomiting, 
and,  in  extreme  cases,  purging.  Even  the  largest  quantities^  however, 
are  followed  by  no  symptoms  except  those  of  gastro-intestinal  irritation 
and  inflammation,  and  the  long-continued  use  of  alum  does  not  elicit 
any  symptoms  of  chronic  poisoning.  The  aluminium  salts  are  only 
absorbed  in  small  quantity  from  the  stomach  and  intestine,  so  that  no 
symptoms  of  general  poisoning  arise  from  the  internal  use  of  the  salt. 
Alunainium  vessels  may  be  used  for  cooking,  or  even  to  contain  acids, 
without  danger  of  intoxication,  as  has  been  shown  by  a  recent  series  of 
investigations.  The  small  amount  of  aluminium  absorbed  is  stored 
up  in  the  liver,  kidney,  muscles  and  pancreas  and  slowly  excreted  in 
the  bile  and  urine. 

Aluminium  salts,  especially  the  acetate,  chloride  and  some  more  recent 
preparations,  have  very  considerable  antiseptic  power,  much  more  than 
some  of  the  more  generally  used  antiseptics,  such  as  boric  acid. 

Action. — Aluminium  has  a  very  remarkable  general  action  when  it  obtatna 
ftcceaa  to  the  blood.  In  Siem's  experiments  on  aniniala,  the  sodium-aluminium 
lactate  or  tartrate  induced  a  very  slow  intoxication,  mammals  never  dying 
from  the  effects  sooner  than  one  or  two  weeks  after  the  intravenous  injection 
of  the  salta.  In  frogs  the  symptoms  were  those  of  a  descending  paralysis  of 
the  central  nervous  system,  the  heart  and  the  peripheral  nerves  and  muscles 
being  little  affected.  In  mammals  the  first  SiTuptoms  appeared  only  after 
three  to  five  days,  and  consisted  in  constipation,  rapid  loss  of  weight,  weak- 
nosBy  torpor  and  vomiting;  marked  abnormalities  in  movement  and  sensation 
were  observed  later,  such  as  tremor,  jerkiag  moveraenta,  clonic  convulsions^ 
pareeis  of  the  hind  legs,  aneeathesia  of  the  mouth  and  throat,  and  lessened 
sensation  all  over  the  body.  Before  death,  diarrhoja  often  set  in,  and  albu- 
minuria was  generally  present.  The  raucous  membrane  of  the  stomach  and 
bowel  was  found  swollen  and  congested,  the  kidney  and  liver  had  often  under- 
gone fatty  degeneration,  and  hsemorrhages  were  found  in  the  renal  cortex. 
Aluminium  was  found  in  the  urine. 

Like  the  other  members  of  the  h^vy  metal  senes,  aluminium  therefore 
acts  on  the  bowel  and  kidriej'  in  general  poisoning,  while  many  of  the  symp- 
toms point  to  a  direct  action  on  the  brain.  DoHken  has  recently  coniirmed 
Siem's  results  and  showed  that  the  nerve  cells  and  fibres  of  the  cord  and  medulla 
undergo  degeneration,  particularly  those  of  the  lower  cranial  nerves. 

A  metal  which  is  verj'  nearly  related  to  aluminium'in  ita  ejects  in  the  organism 
is  Beryllium.  It  differs  chiefly  in  being  more  poisonous,  in  being  absorbed 
from  the  stomach  and  intestine,  and  in  causing  more  distinct  lesions  in  these 
when  it  is  injected  into  the  blood. 

Preparations. 

Aloubn  (U.  S.  p.,  B.  p.),  alum,  potassium  or  ammonium  alum  (AlKCSO*)i 
+  12H1O,  or  A1NH^{&0<) -I-121U0),  large,  colorless  octahedral  crystals,  with  a 
ani'eetieh,  strongly  astringent  taate^  soluble  in  water,  but  not  in  alcohol.  0,5 
G.  (8grs,);B,  R,  5-15  grs. 
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Glycerinum  Aluminis  (B.  P.),  10  per  cent. 

Alumen  Exsiecatum  (U.  S.  P.,  B.  P.),  burnt  alum,  dried  alum  (AlKCSOJj, 
or  AlNHi  (SO^)},  a  white,  granular  powder,  attracting  moisture  on  exposure 
to  air,  soluble  in  water. 

Uses. — ^Alum  is  used  chiefly  externally  for  its  astringent  properties. 
It  has  been  employed  as  an  emetic,  but  is  less  reliable  than  the  sul- 
phate of  copper  or  tartar  emetic,  and  very  large  doses  (4-8  G.,  1-2 
drs.)  are  required.  In  diarrhcBa  either  alum  or  the  hydrate  is  some- 
times advised. 

Alum  solution  is  useful  as  an  astringent  gargle  (1-5  per  cent.),  as 
an  injection  in  gonorrhoea  (i-1  per  cent.),  as  an  astringent  lotion  in 
skin  diseases  (1  per  cent.),  and  for  other  similar  purposes.  Dried 
alum  is  more  caustic,  from  its  withdrawing  fluid  from  the  tissues;  it 
has  been  used  as  an  application  to  exuberant  granulations,  luemorrhoidsi 
.  or  condylomata,  and  as  a  styptic  in  bleeding  from  the  nose  or  teeth. 
A  solution  (1  per  cent.)  has  been  injected  into  the  rectum  in  chronic 
dysentery,  but  is  inferior  to  the  nitrate  of  silver. 

A  large  number  of  aluminium  preparations  have  been  introduced  recently 
as  antiseptic  astringents.  Among  these  may  be  mentioned  alumnol  (naphtol 
Bulphonate  of  aluminium),  salumin  (salicylate),  tannal  (tannate),  gaUol  (gallate), 
horal  (borotartrate),  cutol  (borotannate),  aUol  (acetate),  alkasal  (salicylate  of 
potassium  and  aluminium.  They  are  used  partly  in  solution,  chiefly  as  dusting 
powders. 
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X.    MmOB  BflSTALS. 
Gold. 

Gold  has  never  been  largely  used  in  therapeutics,  although  repeated  attempts 
have  been  made  to  introduce  it  in  the  treatment  of  the  most  diverse  conditions* 
the  salt  employed  has  almost  invariably  been  the  double  chloride  of  gold  and 
sodium.  It  is  much  less  poisonous  than  many  of  the  other  metals,  and  may 
be  taken  for  many  months  without  entailing  any  untoward  symptoms.  Tlie 
subcutaneous  injection  in  frogs  is  followed  by  paralysis  of  the  central  nervous 
system,  gold  possessing  little  action  on  the  heart  and  striated  muscles  in  these 
animals.  Injected  intravenously  in  dogs,  it  causes  vomiting  and  dyspnoea, 
which  soon  pass  off,  but  if  sufficient  has  been  injected  the  annual  suffers  from 
nausea,  vomiting  and  diarrhoea  for  several  days,  eats  nothing,  loses  fl«^  rapidly, 
and  dies  a  week  or  more  after  the  experiment.  Nimierous  ulcere  are  found 
in  the  stomach  and  intestine,  and  these  often  betray  their  presence  in  life  by 
haemorrhages.  Gold  lowere  the  blood-pressure  somewhat  on  intravenous  in- 
jection, probably  from  the  dilatation  of  the  mesenteric  vessels  accompanjring 
the  intestinal  action.  It  has  httle  effect  on  the  rate  of  the  heart  except  in  large 
doses,  and  dilates  the  vessels  when  perfused  through  them.  When  given  by 
the  mouth  to  dogs  and  cats,  it  is  at  once  ejected  from  the  stomach  by  vomiting. 
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Gold  haa  therefore  the  ordinary  general  effects  of  the  heavy  metals  in  cauarng 
aeule  irritatioD  and  ulceration  of  the  alinn^rttan,^  canal.  The  vomiting,  diarrhoea 
and  ulceration  of  the  atoniach  and  intestine  probably  indicate  that  it  la  excreted 
by  these  organs. 

Gold  has  been  used  in  various  nervous  disorders,  in  particular  in  those  of  a 
hysterical  nature^  and  may  conceivably  be  of  value  through  suggestion,  if  the 
patient  be  informed  of  the  nature  of  the  remedy.  Of  iate  years  it  has  been 
widely  advertised  as  a  specific  in  chronic  alcohoUsni.  but  analysis  haa  shown 
that  no  gold  wa;9  contained  in  the  fluid  advocated^  and  there  is  no  reagoa  to 
BUppose  that  it  is  of  value  except  by  means  of  suggestion. 
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PUtinnm. 

Platinum  resembles  gold  in  its  action,  but  is  more  poisonous.  In  the  frog 
it  paralyzes  the  central  nervous  sj'stem  and  later  the  striated  muscles*  Kebler 
observed  a  stage  of  convulsions  precede  that  of  paralysis,  the  spa^ims  evidently 
arising  from  the  spinal  cord  or  medulla  oblongata.  In  mammals  the  symptoms 
resemble  those  of  gold  poisoning  in  almost  every  detaiL  Small  quantities  of 
platinum  double  salts  injected  intravenously  increase  the  urine  to  some  extent; 
larger  injet^tione  cause  albuminuria. 

Platinum,  like  gold,  was  at  one  time  advised  in  syphilis,  but  has  never  been 
widely  used. 
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Cbiotnittzn. 

Chromium  is  used  in  medicine  in  the  form  of  chromic  acid  and  the  bichro- 
mate of  potassium,  which  are  both  powerful  oxidizing  bodies  in  addition  to 
their  poisonous  action  as  metallic  oxides.  The  former  property  renders  them 
more  irritant  and  corrosive  than  most  of  the  salts  of  the  heavy  metals.  Chromic 
acid  in  particular  is  a  powerful  caustic,  combining  the  action  of  a  metallic 
oxide,  an  acid  and  a  strongly  oxidising  agent.  Applied  to  the  skiu  in  substance 
it  corrodes  it,  but  is  said  to  cause  less  pain  than  the  more  penetrating  caustic 
potash.  Even  in  dilute  solution,  the  chromic  salts  and  the  actd  act  as  akin 
irritants,  and  the  caustic  effects  are  showrt  by  skin  diseaseSj  and  particularly 
by  deep,  perforating  ulcers  in  persons  eicposed  constantly  to  the  dust  of  chromic 
salts  in  factories.  These  ulcers  arise  from  any  abrasion  of  the  akin,  and  the 
cartilaginous  septum  of  the  nose  is  also  a  common  seat  of  ulceration,  which 
eventually  leads  to  perforation.  They  are  due  to  the  local  action  of  the  poison 
and  not  to  its  absorption;  they  are  said  to  be  ahnost  painless-  The  inhalation 
of  the  dust  leads  to  chronic  bronchitis,  while  that  swallowed  and  absorbed  may 
give  rise  to  nephritis. 

Symptoms. — In  acute  poiaooing,  when  a  large  quantity  of  the  acid  or  of  a 
salt  is  swallowed,  the  symptoms  are  those  of  gastro-intestinal  corrosion^  intense 
pain  in  the  throat  and  stomachy  vomiting  and  purging,  with  blood  in  the  vomited 
matter  and  the  stools,  collapse,  and  frequently  death.  The  mouth  and  throat 
are  stamed  yellow,  and  the  stomach  and  intestine  exhibit  the  usual  appearance 
of  violent  corrosive  poisoning. 

The  general  action  of  chromic  preparations  may  be  elicited  in  animals  by 
subcutaneous  or  intravenous  injection,  or  by  the  administration  of  emftU^ 
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quantities  by  the  mouth.  The  s^mptomfi  resemble  those  caused  by  the  general 
action  of  other  metala.  In  the  frog  increasing  weakness,  tremor,  and  eventually 
paralysis  of  the  central  nervous  system  are  induced.  In  the  mammal  weakness 
and  slowness  iii  the  movements  is  foUowed  by  albuminuria,  glycosuria,  diarrhoea, 
and  vomiting.  Sometimes  twitching  of  the  muscles  or  even  convabions  are 
seen,  and  then  the  weakness  parses  into  general  paralysis.  The  heart  seems 
tittle  affected  by  chromium,  but  the  blood-pressure  falls.  After  death  the 
stomach  and  bowel  are  found  congested,  and  the  raucous  membrane  is  necrosed 
and  ulcerated  in  some  parts^  covered  ft-ith  ecchj^moses  in  others.  Haemorrhages 
are  also  found  in  other  organs  of  the  body,  notably  in  the  heart  wall.  The  kidney 
is  in  a  state  of  acute  parenchimatous  nephritis  and  may  contain  deposits  of 
uric  acid;  albumin,  cast£,  and  often  blood  cells  appear  in  the  urine.  In  chronic 
potsoniug  interstitial  nephritis  is  said  to  occur. 

Chromic  acid  and  it^s  salts  are  readily  absorbed  from  the  stomach  and  intestine. 
They  seem  to  be  excreted  for  the  most  part  through  the  kidney^  to  a  less  extent 
by  the  intestliml  epithelium  probably.  In  the  urine  the  metal  occurs  in  part 
in  orj^anic  combination. 

Aodum  Chromicum  (B.  P.),  Chrornii  Trioxidum  (V.  S.  P,),  chromic  actd 
or  anhydride  (CrOi),  forms  crystals  of  dark  purphsh-red  color  and  metallic 
lustre^  odorless,  very  soluble  in  wat«r.  When  brought  in  contact  with  organic 
substances,  such  as  alcohol,  glyoerin  or  sugar,  it  oxidizes  them  rapidly  and 
often  violently  with  explosion. 

Potassii  Bkhromas  (13.  P.),  bichromate  of  pota^um  (KiCrjOi),  forms  large, 
orange-red  transparent  crystals,  with  a  bitter  metallic  taste,  soluble  in  ten  parts 
of  water. 

Chromic  acid  is  used  as  a  caustic  apphcation  to  malignant  growths^  chancres 
and  diphtheritic  membranes,  to  a  1^  extent  as  an  irritant  disinfectant.  It  has 
generally  been  applied  by  dipping  a  gkss  rod  into  a  solution  formed  by  aUowlng 
the  crystals  to  deliquesce,  or  it  may  be  fused  on  the  end  of  a  wire.  It  has  also 
been  advised  in  5  per  cent,  solution  aa  an  application  to  prevent  perspiration 
of  the  feet  and  to  harden  the  skin. 
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Manffanesd. 

Traces  of  manganese  are  found  in  the  blood  and  tissues  of  man  and  animals 
very  frequently,  out  this  metal  is  not  an  essential  constituent  of  the  body,  but 
is  apparently  absorbed  accidentally  with  the  food.  The  salts  of  manganese 
in  large  quantities  cause  acute  irritation  of  the  stomach  and  intestine,  hke 
those  of  the  other  heavy  metals,  and  a  form  of  chronic  poisoning  has  been 
described  in  workmen  eiipoeed  to  manganese  dvist;  the  sjnnptoma  are  chiefly 
hysterical  laughter  or  grief,  and  similar  psychical  manifestations,  and  later 
motor  disturbaucc^  which  are  chiefly  exhibited  in  a  spastic  gait  and  uicreased 
tendon  reflexes.  Manganese  is  absorbed  from  the  alimentary  tract  only  in 
very  small  quantity,  and  it  appears  to  resemble  iron  closely  in  its  cour&e  through 
the  tissues.  Its  general  action  has  been  elicited  by  the  hypodermic  or  intravenous 
injection  of  double  salts.  In  frogs  manganese  injected  hypodermically  causes  a 
descending  pftralysis  of  the  brain  and  flpinat  cord,  and  later  weakens  "and  arrests 
the  heart,  while  the  peripheral  muscles  and  nerves  seem  unaffected.  In  maium^ils 
large  injections  induce  epileptiform  convulsions,  particularly  in  the  rabbit  and 
^nea-pig.  Smaller  quantities,  which  cause  a  less  acute  intoxication^  induce 
m  the  dog  nausea  and  vomiting,  diarrhtssi  weaknera,  somnolence,  stupor,  and 


death  from  arrest  of  the  respiration.  The  urinD  is  often  increased,  and  contains 
bile  pigment,  and,  toward  de«th,  albumin  and  cii^ts.  The  stomach  and  bowel 
present  no  congestion  or  ulceration  in  these  cases.  Maiigunese  is  found  in  the 
vomited  matter  and  the  etoola,  in  the  Uver,  kidney  and  intestinal  wall,  to  a  less 
extent  in  the  othei*  organs.  In  acute  iioisoning  in  mammals  the  blood-pressure 
falls,  from  depression  and  paralysis  of  the  vasomotor  centre,  while  the  heart  is 
affected  only  much  later.  In  subacute  poisoning  the  darker  color  of  the  urine 
indicates  icterus,  but  this  is  much  more  marked  when  small  quantities  are 
repeatedly  injected  into  the  subcutaneous  tissues,  and  chronic  poisoning 
induced.  In  chronic  cases  the  nephritis,  which  is  shown  in  the  acute  poison- 
ing by  albuminuria,  k  also  more  developed,  the  inflammation  commeucing  in 
the  secretory  cells  of  tlie  kidney  but  later  involving  the  interstitial  tissue,  if  the 
animal  lives  long  enough.  Manganese  injected  hypodermicaliy  or  aubcuta- 
neonsly  is  excreted  chiefly  by  the  intestinal  epithelium,  to  a  less  extent  by  the 
kidney. 

Manganese  has  been  advised  in  chlorosis  and  especially  in  amenorrhoea, 
in  which  it  is  believed  by  many  to  have  a  specific  action,  while  others  have 
found  it  of  no  va!ue  in  either  of  these  conditions.  In  ameoorrhoea  the  |>er- 
manganate  of  potassium  is  generally  preacribed,  but  it  is  at  once  reduced  In 
the  stomach  to  the  dtoxide. 
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Cadmium  resembles  zinc  very  closely  in  its  effects. 

Nickel  and  Cobalt  salts,  administered  to  the  frog,  cause  a  curious  dark  color 
in  the  skin^  followed  by  convulsive  movements,  which  at  first  arise  apparently 
from  the  medulla  oblongata  and  higher  (Centres,  and  resemble  those  of  picrotoxin, 
but  later  are  reflex,  from  excessive  irritability  of  the  spmal  cord.  In  mammals 
the  usual  symptoms  arising  from  the  action  on  the  intestine  and  kidney  axe 
accompanied  by  tremors  and  chorea-like  movements,  later  by  tetanus,  and 
finally  by  paralysis.  These  metals  also  cause  a  profound  fall  in  blood-preaaure 
resembling  that  from  arsenic  and  apparently  arising  from  direct  action  on  the 
walls  of  the  arterioles  and  capillaries*  Strongly  acid  food  may  fonn  nickel  salts 
when  it  is  cooked  In  vessels  made  of  this  metal,  but  no  poisoning  results,  either 
because  the  quantity  ingested  is  too  small  or  because  it  is  too  slowly  absorbed 
from  the  stomach  and  intestine.  Cobalt  nitrate  has  been  recommended  as  an 
antidote  in  prussic  acid  potsomng,  as  it  forms  an  insoluble  cyanide^  but  appears 
to  be  of  little  or  no  value;  the  oxide  has  been  applied  externally  as  an  a^mgent 
antiseptic  powder. 

Tin  salts  paralyze  the  central  nervous  system  in  the  frog,  and  later  the  heart. 
In  mammals  diarrhcea,  cohc,  vomiting  and  general  weakness  are  observed, 
along  with  paralysis  of  some  parts  of  the  central  nervous  system  and  stimulation 
of  others,  leading  to  ataxia,  stiffness  and  irregularity  of  the  movements,  and 
occasionally  convulsions.  The  sulphide  is  said  to  be  deposited  in  the  lymph 
spaces  of  the  intestines  in  the  same  way  aa  in  bismuth  poisoning.  General 
poisoning  may  be  induced  by  the  administration  of  the  salts  by  the  mouth, 
even  when  there  is  no  corrosion  of  the  mucous  membrane.  Tin  is  often  conlaJiied 
in  preserved  foods  containing  acids,  from  being  dissolved  off  the  vessels,  and  ia 
certainly  absorbed,  for  it  has  been  detected  in  the  urine  after  the  use  of  such 
articles.  Apparently  it  is  not  often  present  in  sufficient  quantities  to  induce 
poisoning,  for  although  some  eases  of  *'tin  poisoning'^  are  met  with  in  medical 
literature,  in  Done  of  them  has  it  been  satisfactorily  established  that  tin  was 
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the  cause.  Chronic  poisoninK  from  this  cause  is  unknown,  and  animals  present 
no  symptoms  from  proloneed  treatment  with  lai^r  quantities  of  tin  than  are 
contained  in  any  preserveof  foods. 

ThaUiom  salts  seem  to  resemble  those  of  lead  in  their  effects,  but  have  a 
powerful  depressant  action  on  the  heart,  and  are  said  to  be  more  poisonous, 
kichet  states  that  the  injection  of  thallium  acetate  in  animals  is  followed  by  a 
general  atrophy  of  the  muscles,  especially  of  those  of  the  jaw  and  spine,  while 
its  continued  use  has  caused  falling  of  the  hair  in  man  and  animals. 

Vanadiain  is  said  to  induce,  symptoms  in  workmen  in  various  industries  in 
which  it  is  used.  These  consist  in  diarrhoea  followed  by  severe  constipation, 
ansmia,  emaciation  and  some  indefinite  nervous  disturbances;  albumin,  casts, 
and  blood  often  appear  in  the  urine.  Haemorrhage  from  we  lun^  is  not 
infrequent  and  lesions  are  found  in  the  lungs,  kidneys,  liver,  and  mtestinai 
tract.  The  symptoms  observed  in  acute  poisoning  in  animals  resemble  those 
induced  by  the  other  irritant  metallic  poisons.  Jackson  states  that  the  intra- 
venous injection  of  the  vanadates  in  ftniina.la  causes  a  sharp  rise  in  the  arterial 
pressure  from  constriction  of  the  peripheral  vessels;  this  arises  from  an  action 
on  the  muscle  wall  of  the  arterioles  for  the  most  part,  though  the  myoneural 
jimctions  may  also  be  involved.  The  intestinal  walls  and  the  bronchioles  are 
similarly  aroused  to  contraction  by  vanadates. 

Molybdenum  and  Tnngstsn  resemble  each  other  closely  and  induce  typical 
metallic  poisoning. 

Uraniiuii,  in  addition  to  the  ordinary  features  of  metallic  intoxication,  causes 
some  glycosuria,  the  su^ar  often  amounting  to  1  per  cent,  in  the  tirine.  In 
addition,  dropsy  occurs  m  animals  poisoned  with  this  metal,  partly  from  the 
changes  in  the  renal  tubules,  but  chiefly,  it  is  said,  from  a  destructive  effect  on 
the  smaller  vesseb. 

Selenium  and  Tellurtom  are  classed  along  with  sulphur  in  chemical  systems, 
but  the  salts  of  telluric,  selenious  and  selenic  acid  induce  symptoms  resembling 
those  of  the  heavy  metals  and  arsenic  in  many  points,  and  may  be  inserted  in 
this  series.  In  the  frog  the  symptoms  are  those  of  central  nervous  paralyaia, 
and  later  of  heart  failure.  In  mammals  vomiting,  purging,  somnolence,  dys- 
pnoea, tonic  and  clonic  convulsions  have  be^  not^,  and  the  stomach  is  found 
somewhat  reddened,  the  mucous  membrane  of  the  intestine  swollen  and  dysen- 
teric, while  the  kidneys  seem  less  affected.  The  perspiration  is  prevented  by 
tellurates,  apparently  from  paralysis  of  the  terminations  of  the  secretory 
nerves  similar  to  that  induced  by  atropine.  An  early  Qymptom  of  poisoning 
with  these  bodies  is  a  garlic  odor  in  the  breath,  and  many  of  the  organs  are 
found  of  a  grayish  color  after  death,  and  possess  this  odor.  Hofmeister  has 
shown  that  these  salts  are  reduced  to  metallic  selenium  and  tellurium  in  the 
body,  and  that  afterward  methyl  compounds  (Te(CHs)s,  Se(CHs)t)  are  formed. 
These  are  volatile,  and,  excreted  by  the  lungs,  urine  and  fseces,  give  the  dis- 
agreeable odor.  The  synthesis  of  methyl-tellurium  is  one  of  the  few  known  cases 
in  which  a  compound  with  methyl  is  formed  in  the  animal  body,  and  is  of  great 
biological  importance.  All  the  selenium  and  tellurium  is  not  excreted  in  this 
form,  for  some  of  it  appears  in  the  urine,  and  probably  in  the  fsoes,  in  other 
combinations. 

Tellurates  have  been  advised  in  therapeutics  to  prevent  excessive  sweating, 
and  certainly  have  this  effect,  but  are  not  to  be  recommended,  as  the  strong 
garlic  odor  of  the  breath  persists  for  days  or  even  weeks  after  one  dose. 

Osmic  Acid  has  been  recommended  as  an  injection  into  the  nerves  in  neu- 
ralgia. It  is  an  intensely  irritant  substance,  and  seems  to  induce  nephritis 
and  diarrhoea  when  absorbed.  The  greater  part  of  the  poison  is,  however, 
deposited  as  a  black  powder  at  the  point  of  injection,  owing  to  its  being  reduced 
by  the  tissues. 

Cerium  was  formerly  used  in  therapeutics  in  the  sickness  of  pregnancy  and 
similar  conditions,  but  is  valueless.  The  cerium  double  salts  injected  into  the 
bloodvessels  of  animals  are  said  to  depress  the  heart  and  cause  ecchymoses 
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PART  IV. 


L  COI>-IJVEB  OIL. 

CoD-uvER  oil  has  long  been  used  by  the  fishermen  of  the  North  Sea 
as  a  remedy  in  children's  diseases,  and  was  introduced  into  medicine 
in  the  beginning  of  last  century,  but  became  generally  used  only  in 
the  last  fifty  years. 

It  is  obtained  from  the  liver  of  the  cod-fish  (Gadus  morrhua),  and 
probably  from  other  members  of  the  genus.  Formerly  the  livers  were 
left  to  decompose  and  the  oil  set  free  by  the  breaking  up  of  the  cells 
was  collected.  It  had  a  most  disagreeable  odor  and  taste,  however, 
and  many  patients  could  not  be  induced  to  take  it,  while  those  who 
were  courageous  enough  to  swallow  it,  often  suffered  from  eructation 
and  diarrhoea  afterward.  This  method  was  therefore  soon  replaced 
by  the  "steam-process,"  in  which  the  oil  is  melted  out  of  the  fresh 
livers,  yielding  an  oil  of  much  lighter  color,  and  with  much  less  dis- 
agreeable smell  and  taste.  Sometimes  the  oil  is  extracted  by  steam 
without  being  exposed  to  the  air,  and  it  is  stated  that  when  thus  obtained 
it  is  less  disagreeable  than  any  other. 

The  cod-liver  oils  used  in  therapeutics  differ  considerably  in  appear- 
ance and  in  composition,  the  older  preparations  being  brownish  in 
color  and  having  a  strong  fishy  odor  and  a  somewhat  acrid,  disagree- 
able taste,  while  the  oil  prepared  by  the  more  recent  processe  is  pale 
yellow  in  color,  and  has  mudi  less  odor  and  a  bland  taste. 

Cod-liver  oil,  like  the  oils  derived  from  the  livers  of  other  animals, 
contains  the  ordinary  glycerin  oleate,  palmitate  and  stearate,  and  also 
glycerin  esters  of  several  other  non-saturated  acids,  along  with  lecithin. 
Some  free  fatty  acid  is  generally  found  in  it,  the  darker  preparations 
contfuning  some  4-7  per  cent.,  the  pale  yellow  oil  less  than  1  per  cent., 
as  a  general  rule. 

Iodine  and  bromine  are  preset  in  traces,  apparently  very  much  smaller 
in  amount  than  is  generally  believed.  The  usual  statement  is  that  0.03-0.04 
per  cent,  of  iodine  and  0.003-0.005  of  bromine  exists  in  the  oU,  but  some  oils 
nave  been  found  to  contain  only  about  one-hundredth  of  this  amount  of  iodine. 

Phosphorus  is  found  in  traces  in  some  oils,  probably  in  lecithin,  not  in  the  free 
state.  A  small  percentage  of  cholesterin  is  often,  not  invariably,  present,  and 
bile  acids  and  pigments  nave  been  said  to  occur,  but  this  seems  incorrect.  A 
number  of  bases  have  been  found  in  cod-liver  oil  by  Gautier,  especially  in  the 
darker  colored  varieties,  while  the  pale  yellow  oil  contains  little  or  none. 

Cod-liver  oil  has  no  very  distinct  action  when  taken  in  ordinary 
doses,  while  in  large  quantities  it  has  a  tendency  to  cause  eructation, 
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nausea,  and  diarrhoea.  Taken  repeatedly,  it  increases  the  weight  and 
strengtJi  and  improves  the  general  condition.  The  same  effects  are 
obtained  in  healthy  persons  by  the  use  of  good  food  and  fats,  but  deli- 
cate patients  who  are  unable  to  digest  ordinary  animal  fats  are  able 
to  take  cod-liver  oil.  Its  effects  are  obviously  those  of  an  easily  assimi- 
lable food,  and  it  is  not  a  drug  in  the  ordinary  sense  of  the  term,  and  has 
therefore  no  place  in  pharmacolog>'  properly  speaking,  but  should  be 
classed  along  with  other  foods.  It  is  always  treated  as  a  drug,  however, 
because  it  has  often  been  supposed  to  have  some  specific  effect  quite 
apart  from  ordinary  foods.  It  is  generally  believed  to  differ  from 
ordinary  fats  in  being  more  readily  assimilable,  but  the  explanation  of 
this  fact  is  by  no  means  agreed  upon,  for  though  it  is  often  said  to  be 
more  rapidly  absorbed  from  the  intestine^  there  is  little  reliable  evidence 
that  such  is  the  case.  A  few  experiments  have  been  carried  out,  but 
no  means  enough  to  establish  the  truth  of  the  statement  satisfactorily, 
and  the  chief  argument  brought  forward  in  its  support  is  that  cod-liver 
oil  forms  an  emulsion  in  the  test-tube  more  rapidly  than  other  oils.  It 
is  undoubtedly  well  borne  by  the  stomach,  but  it  has  not  been  often 
compared  with  other  oils  in  regard  to  this  point,  and  it  is  still  impossible 
to  state  that  other  oils  administered  with  the  same  care  as  cod-Uver  oil 
are  not  equally  successful  remedies. 

It  is  now  recognized  that  besides  supplying  energy  to  the  body,  food 
must  contain  minute  quantities  of  unknown  "accessory  substances" 
without  which  growth  and  health  cannot  l)e  maintained.  It  has  been 
pointed  out  that  cod-liver  oil  contains  these  accessory  substances, 
while  such  fats  as  lard  do  not  contain  them  in  adequate  amount;  but 
in  this  respect  cod-liver  oil  is  not  superior  to  butter. 

Buchheim  explained  that  cod-liver  oil  formed  an  emulsion  rapidly 
on  account  of  the  free  acid  it  contained,  and  this  has  generally  been 
put  forward  as  accounting  for  its  effects  in  therapeutics.  As  far  as 
regards  the  old  dark-colored  oils»  this  explanation  may  hold  good,  but 
the  pale  oil  now  used  in  therapeutics  often  contains  less  free  acid  than 
ordinary  olive  oil.  Some  enthusiastic  supporters  of  Buchheim's  theory 
have  therefore  asserted  that  the  pale  oil  does  not  give  the  same  results 
as  the  older,  less  pure,  acid  preparations,  but  this  is  not  the  general 
opinion  of  the  medical  profession* 

The  older  eiplanalioiia  started  from  the  view  that  cod-liver  oil  is  a  drug, 
that  the  oil  itaelf  is  only  a  means  to  administer  certain  active  principlea  con- 
tained m  it.  Thus  iodiue  and  phosphorus  were  in  turn  supposed  to  be  the 
essential  constituents,  but  have  both  been  shown  to  be  present  in  too  small 
quantities  to  be  of  any  efifect.  More  recently  eholegterin  has  been  ffugzested 
as  the  curative  agent,  but  it  Is  present  in  smaller  quantities  in  cod-liver  ou  than 
in  many  other  foods.  The  bases  are  apparently  quite  inactive  in  the  quantities 
contained  in  the  oih 

On  the  whole,  cod-liver  oil  has  not  been  shown  to  have  any  action 
apart  from  that  of  an  easily  digested  food,  and  its  superiority  to  some 
other  fats  and  oils  has  not  been  satisfactorily  established. 
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Preparations. 

OL.EUM  MoBRHUA  (U.  S.  P.,  B.  P.)i  cod-Uver  oil,  Oleum  Jecoris  Aaelli,  a 
fixed  oil  obtained  from  the  fresh  livers  of  Gadus  morrhua  and  of  other  species 
of  Gadus — a  pale  yellow,  thin,  oily  liquid,  with  a  peculiar,  slightly  fishy,  but 
not  rancid,  odor,  and  a  bland,  slightly  fishy  taste.  10  nuls  (2}  fl.  drs.). 

EmuUum  Olei  Monhva  (U.  S.  P.),  50  per  cent.  15  mils  (4  fl.  drs.). 

Therapentic  Uses. — Cod-liver  oil  is  used  in  chronic  wasting  diseases, 
such  as  tuberculosb,  scrofula,  rickets,  and  some  forms  of  syphilis. 
It  is  especially  beneficial  in  the  earlier  stages  of  pulmonary  phthisis, 
but  has  no  specific  virtues  here  or  elsewhere  apart  from  those  of  an 
easily  digested  fat.  In  all  forms  of  malnutrition  and  delicacy  in  children 
it  is  largely  used,  and  undoubtedly  causes  a  considerable  increase  in 
weight,  but  care  must  be  taken  that  it  does  not  disturb  the  digestion, 
especially  if  the  darker  oils  are  used.  In  some  persons  pure  cod-liver 
oil  always  induces  nausea,  but  a  much  larger  number  refuse  to  take  the 
brown  oil.  In  most  cases  the  light-colored  oil  is  taken  readily,  especially 
if  the  dose  be  small  at  first  (a  teaspoonful).  When  there  is  dyspepsia  or 
a  tendency  to  diarrhoea,  cod-liver  oil  should  be  given  with  caution,  and 
it  is  generally  prescribed  only  in  cold  weather,  as  it  is  found  tiiat  patients 
have  a  distaste  for  it  in  summer.  When  fever  or  acute  disease  is  present, 
cod-liver  oil  is  generally  found  of  little  value,  perhaps  on  account  of 
the  disturbed  condition  of  the  digestion.  Cod-liver  oil  should  not  be 
forced  on  patients;  when  it  continues  to  induce  nausea  and  eructation 
after  a  fair  trial,  it  should  be  abandoned. 

Innumerable  means  have  been  proposed  to  conceal  the  odor  and 
taste,  but  it  is  generally  conceded  that  when  possible  the  pure  oil  is 
better  given  alone.  When  patients  cannot  be  induced  to  take  it  in' 
this  way,  some  volatile  oil,  ether,  or  brandy  may  be  added  to  it;  sac- 
charine has  also  been  used  to  sweeten  it.  Creosote  is  sometimes  mixed 
with  cod-liver  oil  in  cases  of  phthisis,  or  an  emulsion  b  formed  con- 
taining cod-liver  oil,  some  flavoring  substance,  iron,  hypophosphites, 
or  calcium.  Extract  of  malt  and  cod-liver  oil  form  a  common  mixture, 
and  are  the  basis  of  many  patented  emulsions. 
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Hypophospbites  and  Glycerophosphates. 

The  hypophosphites  have  been  used  ia  therapeutics  in  the  belief  that  they 
had  some  special  influence  on  nutrition.    They  were  formerly  supposed  to 
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be  oxidised  m  the  tiseuee  to  the  phosphates,  but  this  has  been  shown  to  be 
incorrect^  as  practicaily  the  whole  of  the  hypophoaphite  administered  can 
be  recovered  unchanged  from  the  urine.  No  entirely  satisfactory  work  on 
the  efTects  of  these  salts  on  the  nutrition  has  been  done,  but  there  is  no  ground 
to  suppose  that  they  have  any  further  action  than  the  other  indifferent  salts, 
such  as  the  chloridea.  The  hypophoephites  of  si>diuni*  potaaaiun],  and  calcium 
along  with  hypophosphorous  acid  are  contained  in  the  Syrupus  Hypophosphitum 
(U.  §.  P^)j  which  has  been  used  in  doses  of  2  fl.  drs.  in  various  conditions  of 
malnutrition  and  cachesda  in  tho  popular  belief  that  it  improves  digestion  and 
assimilation.  This  is  quite  without  foundation. 

The  glycerophosphfltes  have  been  employed  in  therapeutics  in  the  same  way 
as  the  hypophoaphiteSf  there  being  some  vague  idea  that  they  improve  nutrition 
and  supply  organic  phosphorus  compounds  to  the  nervous  system.  As  a  matter 
of  fact  they  are  rapidly  decomposed  and  the  phosphate  is  excreted  in  the  urine 
and  stools  as  inorganic  salts,  while  the  glycerin  undergoes  combustion;  the 
administration  of  glycerophosphates  has  thus  no  more  effect  than  that  of 
glycerin  and  inorganic  phosphates.    Their  use  in  therapeutics  is  nil. 


H,   MEHSTRUA  AKB  MECHAmCAI  REMEDIES. 

01«iim  TheobromatiB  (U.  S.  P.,  B.  P.),  cacao-bulier,  a  fixed  oil  expressed 
from  the  seeds  of  Theobroma  cacao»  forms  a  yellowish»white  soUd  having  a 
faint,  agreeable  odor  and  a  bland,  chocolate  taste.  It  melts  a  little  below  the 
temperature  of  the  body.  Cacao-butter  is  used  almost  exclusively  to  form 
suppositories,  in  which  astringents  and  other  remedies  are  incorporated.  When 
introduced  into  the  rectum  they  melt  and  the  active  principle  ia  liberated. 

Keratin  (not  official)  is  a  substance  obtained  from  horns,  hoofs,  nails^  etc., 
which  is  insoluble  in  the  gastric  juices,  but  is  dissolved  by  the  atkatine  pan- 
creatic secretion.  It  is  used  to  coat  pills  which  it  is  desired  to  protect  from 
disintecration  in  the  stomach. 

Kaomimn  (B.  P.),  or  porcelain  clay^  is  used  in  the  formation  of  pills  con- 
taining easily  reduced  bodies,  such  as  silver  nitrate  or  potassium  perinangauate. 
Mixed  with  the  ordinary  vegetable  excipients^  such  as  confection  of  roses^  or 
extract  of  liquorice  or  gentian,  these  salts  would  be  reduced  at  once.  Kaolin  ia 
an  aluminium  silicate  and  forms  a  soft  whitish  powder  insoluble  in  water  or 
dilute  acids. 

Sapo  (U,  S.  ?0f  Sapo  Durus  (B.  P.),  hard  noap,  white  Castile  soap,  is  pre- 
pared from  soda  and  ohve  oil. 

Sapo  Mollis  (U.  S-  P.,  B.  P*),  soft  soap,  sapo  viridis,  a  soap  made  from  potash 
and  olive  oil. 

Sapo  Anicmlia  (B,  P.),  curd  Boap^  soap  made  with  sodium  hydroxide  and 
purified  animal  fatA  consisting  chiefly  of  stearin;  it  contains  about  30  p«r 
cent,  of  water. 

These  soaps  are  used  in  therapeutics  as  ingredients  of  liniments  and  plasters. 
Water  containing  soap  is  often  thrown  into  the  rectum  as  an  enema,  and  in 
infants  a  soapstick  inserted  into  the  anus  generally  provokes  evacuation  of  the 
bowels  in  a  few  minutes. 

Soaps  impregnated  with  antiseptics,  such  as  perchloride  of  mercury,  carbolic 
acid,  tar,  or  iodine,  are  often  used  to  disinfect  the  hands. 

The  chief  preparations  in  which  soap  is  used  in  the  pharmacopoeias  are: 

Linimentum  Sap&nia  (U.  S.  P.,  B.  P.),  soap  Uniment. 

Linimentum  Saponis  Mollis  (U.  S.  P.). 

The  liniments  consist  of  alcohol  with  soap  in  suspension  ^  perfumed  with 
volatile  oils,  and  are  mildly  irritotit  to  the  skin.  They  are  used  largely  as  bases 
for  other  liniment-s. 

The  use  of  the  oUs,  fats  and  glycerin  as  vehicles  for  the  application  of  remedies 
to  the  skin  has  been  mentioned  already  (page  50).   They  may  also  be  used  to 
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Preparations. 

Oleum  Morrhua  (U.  S.  P.,  B.  P.),  cod-liver  oil.  Oleum  Jecoiis  Aselli,  a 
fixed  oil  obtained  from  the  freeh  livers  of  Gadus  morrhua  and  of  other  species 
of  Gadus — a  pale  yellow,  thin,  oily  liquid,  with  a  peculiar,  slightly  fishy,  but 
not  rancid,  odor,  and  a  bland,  sUghtly  fishy  taste.  10  mils  (2}  fl.  drs.)> 

EmuUutn  Olei  Morrhua  (U.  S.  P.),  50  per  cent.  15  mils  (4  fl.  drs.). 

Therapentic  Uses. — Cod-liver  oil  is  used  in  chronic  wasting  diseases, 
such  as  tuberculosis,  scrofula,  rickets,  and  some  forms  of  syphilis. 
It  is  especially  beneficial  in  the  earlier  stages  of  pulmonary  phthisis, 
but  has  no  specific  virtues  here  or  elsewhere  apart  from  those  of  an 
easily  digested  fat.  In  all  forms  of  malnutrition  and  delicacy  in  children 
it  is  largely  used,  and  undoubtedly  causes  a  considerable  increase  in 
weight,  but  care  must  be  taken  that  it  does  not  disturb  the  digestion, 
especially  if  the  darker  oils  are  used.  In  some  persons  pure  cod-liver 
oil  always  induces  nausea,  but  a  much  larger  number  refuse  to  take  the 
brown  oil.  In  most  cases  the  light-colored  oil  is  taken  readily,  especially 
if  the  dose  be  small  at  first  (a  teaspoonful).  When  there  b  dyspepsia  or 
a  tendency  to  diarrhoea,  cod-liver  oil  should  be  given  wiA  caution,  and 
it  is  generally  prescribed  only  in  cold  weather,  as  it  is  found  that  patients 
have  a  di3taste  for  it  in  sununer.  When  fever  or  acute  disease  is  present, 
cod-liver  oil  is  generally  found  of  little  value,  perhaps  on  accoimt  of 
the  disturbed  condition  of  the  digestion.  Cod-liver  oil  should  not  be 
forced  on  patients;  when  it  continues  to  induce  nausea  and  eructation 
after  a  fair  trial,  it  should  be  abandoned. 

Innumerable  means  have  been  proposed  to  conceal  the  odor  and 
taste,  but  it  is  generally  conceded  that  when  possible  the  pure  oil  is 
better  given  alone.  When  patients  cannot  be  induced  to  take  it  in' 
this  way,  some  volatile  oil,  ether,  or  brandy  may  be  added  to  it;  sac- 
charine has  also  been  used  to  sweeten  it.  Creosote  is  sometimes  mixed 
with  cod-liver  oil  in  cases  of  phthisis,  or  an  emulsion  is  formed  con- 
taining cod-liver  oil,  some  flavoring  substance,  iron,  hypophosphites, 
or  calcium.  Extract  of  malt  and  cod-liver  oil  form  a  common  mixture, 
and  are  the  basis  of  many  patented  emulsions. 
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Hypophosphites  and  Glycerophosphates. 

The  hypophosphites  have  been  used  in  therapeutics  in  the  belief  that  they 
had  some  specif  influence  on  nutrition.    They  were  formerly  supposed  to 


CLASSIFICATION  OF  DRUGS  ACCORDING  TO 
THEIR  THERAPEUTIC  USES. 


L  Drugs  applied  for  their  local  action  to 
the  slda,  wounds,  or  visible  mnoont 
membranes. 

Corrotwe*  or  eattsliCB. 
Potash,  545 
Mercury  nitrate,  641 
Silver  nitrate,  669 
Zinc  chloride^  666 
Nitric  acid  and  other  acids,  556 
Chromic  acid,  676 
Burnt  alum,  675 
Arsenic,  601 
Tri(^oracetic  acid,  558 
Ammoniated  mercury  and  other 

mercury  preparations,  641 
(Carbolic  acid,  134) 
(Salicylic  add,  495) 

DiainfectanU  and  antiaeptict. 
General  prineipUa,  126-134 
Hydrogen  peroxide,  143 
Permanganate  of  potassium,  145 
Carbolic  acid.  134 
Corrosive  suolimate  and  other 

mercury  salts,  142 
Silver  nitrate,  142 
Zinc  chloride,  666 
Boracic  acid,  146 
Iodine,  151 
Iodoform,  lodol,  151 
Cresol  (lysol),  140 
Hjrpochlorites  (Eusol),  169 
Chloramine,  169 
Tar,  158 

Salicylic  acid,  495 
(Benzoic  acid,  504) 
(Alcohol,  190) 

(Volatile   oils    (thymol,  euca- 
iyptol,  etc.)) 

Aatringenls. 

Tannic  acid  series,  114 
Ir^o^reparations,  e.  g.,  sulphate, 

Bismuth  preparations,  673 
Lead  acetate,  659 
Zinc  sulphate  and  oxide,  665 
Copper  sulphate,  663 
Alum,  675 
(Alcohol,  190) 
(686) 


Styptics. 

Soluble  astringents  (see  above). 
Iron  perchloride,  649 
Silver  nitrate,  669 
Burnt  alum,  675 

To  contract  veatda  and  reduce  hemor- 
rhage and  Bwdling 
Adrenaline,  374 

EmoUiente  or  protectivee. 

Emollients,  50 
Plasters  and  Collodia,  685 
Dusting-powders  —  starch,  tal- 
cum, chalk,  and  many  insol- 
uble metallic  powders,  which 
may  also  be  slightly  astrin- 
gent, 53. 

Local  anodynes  and  analgeeice  for 
pain  and  itching. 

Bicarbonate  of  potsssium,  545 
Cocaine,    Eucaine,  Orthoform, 

etc.,  360-365 
Carbolic  acid,  134 
Chloretonej  238 
(Prussic  acid,  455) 
(Atropine,  336) 
(Aconite.  431) 

Some  volatile  oils  (in  dentistry), 

Local  arieslhetics. 

Cold  by  evaporation  of  ether. 

ethyl  chloride,  carbon  dioxide, 

etc.  74 
Cocaine,  etc.,  361-366* 

To  disinfect  rooms  and  other  inanimate 
oojects* 

Chlorine,  168 
Sulphur  dioxide,  168 
Formaldehyde,  166 
Unslaked  lime.  565. 
Carbolic  acid  (crude),  134 
Tar,  158 
Moist  heat. 
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n.  Drncs  nsMl  for  ftfl«ettoiu  of  the  ali- 
montery  tract 

Mouth  and  Throat  (see  Section  I). 
DemulcerU$,  47 
Chlorates,  148 
Ammonium  chloride,  520 
Cubebs,  162 

AttringenU, 

Tannin  group  in  solution  or 

lozenges,  115 
(Claret,  120) 

Antiseptics. 

Boric  acid,  146 
Sulphites,  538 

Thymol  and  other  volatile 
oils. 

To  Ussen  aalivalian. 
Atropine,  334 

Flavoring  stibstanees. 
Sugars,  53 

Volatile  oils  series,  61 
Acids  (citric),  658 
Syrup  of  Tolu,  Ginger,  etc. 
Saccharin,  54 

Stomach. 
Digestives. 

Pepsin,  Papain,  etc.,  59,  60 
Hydrochloric  acid,  556 

Emetics  (see  p.  437). 
Common  salt,  514 
Mustard,  85 
Warm  water. 
Apomorphine,  437 
Ipecacuanha,  441 
Tartar  emetic,  623 
Copper  sulphate,  663 
Zinc  sulphate,  665 
(Alum,  675) 

(Ammonium  carbonate,  550) 

To  lessen  irritalion  and  vomiting. 
Opium,  254 

Chloral,  Chloretone,  237, 233 
Bromides,  265 
Lime-water,  565 
Bismuth,  673 
Cold  (ice). 

Carbonic-acid  water,  573 
Demulcents,  47 
(Prussic  acid,  455) 

To  lessen  acidity^  antacids. 

Potassium  and  Sodium  car- 
bonates and  Bicarbonatcs, 
545 

Magnesia  and  Magnesium 

carbonate,  545 
Lime-water  and  chalk,  565 


To  increase  secretion,  hittere. 

Simple  bitters,  55 

Nux  vomica.  Strychnine,  271 

Cinchona  and  Quinine,  471 

Carminatives. 

Volatile  oil  carminatives,  61 
Ether,  73 

Alcoholic  preparations,  191 
Carfoonio  acid  watm  573 
Carbonates   and  Bicarbo- 

natee,  545 
Bitters,  55 
Camphor,  69 
Charcoal,  573 
Ammonium  carbonate,  550 
Arsenic,  602 


Intbstinb. 


To  promote  digestion, 

(Pancreatin,  69) 
(Diastase,  61) 

To   promote  evacuatum — purgo' 
Hves. 

Mild  aperients — Castor  Oil. 
Sulphur,  Phendphthalein, 
93 

Rhubarb  and  Aloes  group, 
96 

Jalap  and  Colocynth  group, 
99 

Saline  purgatives,  108 

Ap;ar-agar,  109 

Liquid  paraffin,  109 

Mercurial  purgatives — Cal- 
omel and  Metallic  prepaid 
ations,  636 

Enemata. 

Glycerin  suppositories,  95 
Physostigmine,  352 
Pituitary  extract,  387 
Tetrachlorphenolphthalein, 
94 

To  lessen  movement  and  reZox 
spttsm. 

Opium  and  Morphine,  248 
Tannic  acid  series.  111 
Lime-water,  565 
Lead  acetate,  659 
Bismuth,  673 

Atropine  (to  relax  spasm), 

336 

To  destroy  parasites — anthdmin- 
tics. 

Male  fern,  119 
Pelletierine,  121 
Cusso,  etc.,  121 
Santonin,  124 
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Calomel,  636 
Salol,  159 
Thymol,  123 
Naphthol,  156 
(Some  volatile  oils.) 
(Chloroform,  73) 
(Quassia  enema,  56) 

DisinfectanU  and  antiseptics. 

See  Discussion,  p.  126. 

(Vegetable  and  Saline  pur- 
gatives.) 

Mercurial  purges — Calomel, 
636 

Salol,  159 

m.  DrofB  OBsd  for  their  sffeets  on  the 
droulAtion. 

&EABT. 

To  strengthen  contraction. 
Digitalis  group,  420 

In  auricular  JibriUaiion. 
Digitalis  group,  417 

To  aecderate  puUe. 

Atrwine,  334 
(Caffeine,  284) 

To  slow  the  pulse. 


Digitalis  group,  418 
(Aconite,  431) 


Vbssrls. 


To  contract  calibre  and  raise  blood- 
pressure. 

(Digitalis,  420) 
Strychnine,  278 
Caffeine,  2S7 
Ergot,  382 

Adrenaline  (intravenously), 
374 

Pituitary  extract,  387 

To  relax  vessels  and  lower  blood- 
pressure  {angina  pectoris). 

Nitrite  series,  396 
Purgatives,  93 

To  arrest  internal  hemorrhage. 

(see  p.  382). 
Ergot,  382 
Adrenaline,  374 
Pituitary  extract,  387 
Nitrites,  396 

Opium  and  Morphine  (to 

allay  restlessness),  256 
(Calcium  is  useless,  564) 


To  remove  fluid  (dropsy,  ana- 
sarca). 

Digitalis  series,  420 
Diuretics  (see  Section  IV). 
Saline  cathartics,  110 
Sudorifics — Pilocarpine,  hot 

and  pold  packs,  346 
(Vegetable  cathartics,  102) 

IV.  Drags  used  for  their  effects  on  the 
fenito-orinary  system. 

To  increase  the  flow  of  urine  (diuretics). 

Caffeine  and  Theobromine,  200 
Digitalis  and  Squills,  425 
(Turpentine,  Uva  Urai,  Scopar- 
ius.) 

(Pituitary  extract,  387) 
Saline  diuretics  and  Urea,  296, 298 
Iodides  of  the  alkalies,  627 
Carbonates,  545 

Mercury — calomel  and  blue  pill, 


To  render  the  urine  less  acid. 

Alkali  carbonates  and  bicarbo- 
nates,  545 
Acetates,  548 
Citrates,  548 

To  make  the  urine  more  acid. 

Acid  sodium  phosphate,  557 
Acids,  556 

(Ammonium  benzoate,  etc.,  504) 

To  render  the  urine  antiseptic, 

(See  pp.  132,  161). 
Copaiba  series,  162 
Urotropine,  163 
Salol  and  Salicylates,  495 
Borax,  147 

liocal  antiseptics,  astringents, 
anodyries,  caustics,  etc.,  are 
used    in    the    urethra  and 

bladder. 

To  promote  contraction  qf  the  uterus 
(ecbolics). 

Er^ot,382 
Quinine,  471 
Pituitaiy  extract,  387 
(Pilocarpine,  348) 
(Hydrastinine,  389) 
Atropine  is  said  to  allay  spas- 
modic contraction. 

To  promote  menstruation  (emmena- 
gogues). 

Iron,  648 
Aloes,  102 
(Myrrh). 

Hydrastis,  389,  is  said  to 
menstrual  flow. 
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7.  Drag!  used  tor  tiidr 
refpintory  sTslem. 


on  the 


To  siimulaU  the  respiratory  centre. 

Atropine,  334 
Caffeine^  289 
Strychmne,  278 
AspidoBperma,  457 
Cflfbome  dioxide,  5-10  per  cent, 
574 

See  also  Oxygen,  676 

To  reduce  the  irritabUUy  of  the  eerUre 
in  cough. 

Opium,  Morphine,  and  Codein& 
256 

(Heroine,  257) 
Chloral  series,  230 
Bromides  of  Uie  alkalies,  267 

To  inereaee  and  liau^y  the  bronchial 
secretion,  (See  p.  438.) 

Ipecacuanha,  441 
Tartar  emetic,  623 
Squills,  426 
Apomorphine,  438 
Senega,  450 

Ammonium  carbonate,  551 
Iodides  of  the  alkalies,  527 
(Lobelia,  316) 

To  leeaen  the  eecreiion  of  the  bronchi  (?). 

Benioic    acid.    Benzoin,  Tolu 

Balsam,  604 
Ammonium  chloride,  520 
(Cubebs,  162) 

To  relax  bronchia  spasm  in  asthma. 

Belladonna  and  Atropine,  336 

Lobelia,  162 

Nitrite  series,  397 

Iodides,  527 

Adrenaline,  374 

(Arsenic,  601) 

Pulmonary  disinfectants.  (See  p.  133.) 

Creosote,  164 
Guaiacol,  164 
Tar,  158 


Z)epres8ante, 

(a)  To  paralyse  aeneation — (Tsn- 

eral  antBsthetics. 
Ether,    Chloroform,  EUnrl 
chloride,   Nitrous  oxide. 

225 

(b)  To  induce  tleep  and  res<— 

hypnotics  or  narcotiee. 
Opium  and  Morphine,  256 
Alcohol,  193 
Chloral  group,  239 
Bromides,  270 
Hyosdne,  337 
Cannabis  indica,  264 

(c)  In  epilepsy. 
Bromides,  270 

(d)  In  hysteria. 
Asafoetida,  75 

For  surgical  operations. 

(a)  General  anesthetics. 

Chloroform,   Ether,  Ethyl- 
chloride,    Nitrous  oxide, 
225 

(5)  Morphine  and  hyoscine,  257 

(c)  Cocaine  and  its  substitutes 

by  various  methods,  361 

(d)  Local  anesthesia  by  cold,  74 

(e)  (Ma^esium  sulphate  intra- 

spmally,  570) 

To  rHieve  pain — analgesics  or  ano- 
dynes. 

Opium.  255 
Cannabis,  264 
Antipyrine  series,  486 
(Alcohol,  193) 
(Chloral,  239) 

In  headache. 

Quinine,  470 
Antipyretics,  486 
Acetylsalicylic  acid,  495 
Caffeine,  232 
Amyl  nitrite,  398 
Menthol  externally,  73 
(Arsenic,  Iodides) 

In  cerdtral  congestion. 

Nitrite  group,  398 

Purgatives  (croton  oil),  101 

Bleeding. 

Cold  to  the  head. 


TL  Drngi  used  tor  their  efleets  on  the 
central  nerrons  system. 

Stimulants. 

(a)  The  avinal  cord. 

Strychnine,  280 
(6)  The  brain  and  medulla  oblon- 
gata. 

Caffeine,  292 

44 


In  cerebral  anamia. 

Adrenaline,  374 
Pituitary  extract,  387 
Digitalis  group,  424 

Tn.  Drugs  used  to  reduce  fever  tem- 
perature. 


Antipyrine  and 
group,  483 


Acetanilide 
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In  (tmi^c  dya»nt€ry 


Cold  bathe,  4S4 
Quinine,  470 
Aconite,  4S1 
Sftiicylic  acid  group,  405 

In  chUU. 

Ipecacuanha,  441 
Opium,  257 
Quinine,  470 
Alcohol,  192 

7111.  Hmgt  luad  tor  thair  effects  on  (he 
Urer. 

To  inereaae  th/i  iea-etion  af  hUe— 
chologoffues. 


Ox-^aU.  1 17 
(Salicylic  acid,  49S) 


DC.  Dnifs  iiBsd  tor  their  effects  on  the 
blood. 

To  incretMS  Iht  hrnnoglobin. 

IroDt  647 
Arsenic,  602 

To  reduce  leucoqftosU 
Arsenic,  502 

Benzolr  507  « 
Quinine,  470 

To  increase  Ih^  alkali. 

AlkaJi  carboniite  group,  540 
Acetates  and  Citratea,  543 


X.  Drugs  used  for  speeifle  cUs&&8e«< 

In  malaria. 

Quinme,  467 
Araenic,  603 

In  eyphilU, 

Mercury,  633 
lodid^,  525 
AraenSn,  602 
Salvarsaa,  6  It) 

In  diphthsna. 

Antidiphtheritic  eerum,  49S 

In  fefamu. 

Antitet&tiic  serum^  500 
Chloral.  239 
Bromides,  271 

(Magnesmm  intraspinaliy,  570) 

In  0erebro*tpinat  TJttningitia. 

AiktimeningocDCcuB  serum,  500 


Ipecacttanha,  441 
Emetine,  441 

In  rheumaiicf^ver. 
SaUcylatea,  493 

In  myxadema  and  tome  other  thyroid 

Thyroid  extract,  535 
Iodides,  526 

Araenic:  (atoiyl),  606 
Antimony^  623 

In  gout, 

Colchicum,  444 
Atophan,  446 

In  obesity. 

Thyroid  extract,  536 
Salint;  purgatives,  110 

In  chranic  rheumatism. 

Arsenic,  602 
Iodides,  526 
Alkalies,  545 

In  diseases  of  bone. 

(Hickeis  and  Osteomaiacia.) 
(Calcium,  564) 
Phoaphonia,  5S7 
Arwenic,  601 

XI,  Drags  used  for  their  effects  on  th* 
skin. 

Corrosivea  ot  caustics,  Section  I. 
Emollients  and  prolectives,  Section  I. 
Local  anodynes  and  anttethetinst  Sec- 
tion I. 
/  rritanla. 

Turpentine  oil  group,  83 

Mustaxd,  35 

Cantharides,  86 

Camphor,  73 

Menthot,  73 

Iodine,  530 

Ammoniat  551 

Heat  and  cold,  82 

Carbonic  oxide  snow,  S3 

Liniments,  684 

DiHnfsciani  or  irrUant  ointmmU  in 
parantic  skin  di$easeM. 

Mercury  ointment,  637 
Sulphur  ointment,  05 
Tar,  158 

Bonzom,  ^torax^  and  Peru  bal- 
Bam,  504 


THERAPEUTIC  CLASSIFICATION  OF  DRUGS 


691 


Naphthol,  156 

ResorciD,  157 

Pyrogallol,  155 

Chrysarobin,  155 

Camphor,  72 

Boracio  acid,  146 

Arsenic.  Iodide  of  Pota8aium,etc., 

may  be  used  internally  in  skin 

diseases. 

Drugs  adminulered  iniemaUy  to  in- 
crease  the  secretion  of  pertpirct' 
turn  (diaphoretica  or  auaorijics). 

Ipecacuanha,  441 

and  other  nauseating  expec- 
torants (antimony). 
Ipecacuanha  and  Opium  (Dover's 

powder),  441 
Camphor,  72 
Pilocarpine,  346 

Drugs  administered  internally  to  lessen 
secretion  of  perspiraUcm, 

Atropine  and  Belladonna,  334 
Agaricin,  339 


Dnigs  applied  locally  and  internally 
to  arrest  the  secretion  of  milk, 

(Atropine.) 

Xn.  Dnifft  Dsed  locally  (or  their  effects 
on  the  eye. 

AsiringentSt  Section  I. 
DisinfedantSf  Section  I. 
Cavsiics,  Section  I. 
Anodynes  and  anasUielics,  Section  I. 

Drugs  dilaUng  the  pupil  and  relaxing 
the  accommodation — mydriatics. 

Atropine,    Homatropine,  Hyo- 

seme  and  Eumydnne,  335 
Cocaine,  361 
(Gelseminine,  307) 

Drugs  contracting  the  pupU  and  the 
ciliary  muscle— myotics. 

Physostigmine  or  Eserine,  352 
Pilocarpine,  347 
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Abrin,  502 
Absolute  alcohol,  191 
Acacia,  49 

A.  C.  E.  mixture,  224 
Aceta,  41 

Acet&nilide,  472,  473,  483 

Acetanilidum,  483 

Acetate  of  copper,  589 

Acetates,  548 

Acetic  acid,  557 

Acetonitril,  534 

Acetphenetidinum,  483 

Acetylatoxyl,  604 

Acetylcholine^  376 

Acetyl-salicyhc  add,  488 

Acid,  acetic,  557 

acetyl-salicylic,  488 
arsenious,  590 
benzoic,  164,  502 
boracic,  146,  147 
boric,  146,  147 
cafTeotanic,  457,  nate 
cambogic,  99 
carbolic,  134,  138 
carbonic,  573 
cathartic,  96 
chromic,  146,  677 
chrysophanic,  96 
cinnamic,  503 
citric,  558 
columbic,  56 
cresotinic,  493 
cresylic,  140 
diethylbarbituric,  236 
digallic,  114 
filicic,  119 
flavaspidic,  119' 
formic,  558 
frail  ic,  114 
gallotannic,  114 
liippuric.  503 
hydrochloric,  550 
hydrocyanic,  451 
hydroBulphuric,  571 
lactic,  55.S 

nietaoxyl)enzoic,  492 
nitric,  550 

nitrohydrochloric,  557 
ophelic.  56 
ornithuric,  503 
osmic,  679 


1  Acid,  oxalic,  457,  note,  558 
I       oxynapntoic,  141 
I       pannic,  119,  note 
I        paraoxybenzoic,  492 

phenyl  quinoline  carbonic,  445 

phosphoric,  557 

picramic,  505 
I       picric,  505 

piperinic,  58 

polyg^c,  447 

pniesic.  451 

pyrogallic,  155 

quillajac,  447 

quinic,  457,  note 

quinotannic,  457,  note 

quinovatannic,  457,  note 

quinovic,  457,  note 

salicylic,  141,  488 

soKoIic,  141 

sphacelinic,  375,  note 

sulphuric,  556 

sulphurous,  168 

tannic,  111,  114 

tartaric,  558 

tropic,  318 
Acids,  551 

organic,  557 
Acidum  aceticum,  557 
dilutum,  557 

acetylsalicylicum,  493 

arsenioeum,  600 

benzoicum,  503 

boricum,  147 

cartx>licum,  138 

liguefactum,  138 

chromicum,  677 

citricum.  558 

hydrochloriciun  dilutum,  556 
hydrocyanicum  dilutum,  455  . 
nitricum,  556 

dilutum,  556 
phenylcinchoninicum,  446 
salicylicum,  493 
sulphuncum  aromaticum.  556 

dilutum,  556 
tannicum,  114 
tartaricum,  558 
Acocanthera,  398 
i  Aconine,  427,  430 
'  Aconite,  biological  assay  of,  45 
Aconiti  radix,  431 
Aoonitina,  431 
:  Aconitine,  427 

(093) 
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Aoomtum,  427,  431 
Acriflavine,  128 
Actol,  670 
Adepo,  51 

benzoatiis,  51 

bensoinatua,  51 

lanse,  51 

hydrosus,  51 
Adhesive  plaster,  85,  685 
Adjuvants,  30,  note 
Adnephrine,  373,  note 
Adonidin,  400 
Adonis,  398,  400 
Adrenaline,  367,  373 
Adienalinum,  373 
Adrenine,  373,  note 
^ther,  73,  226,  227 

purificatua,  226,  227 
^thylis  carbamaff,  239 

chloridum,  226 
iEthylmorphinse  hydrochloridum,  254 
Agar-agar,  109 
^aricin,  338 
Agaricus,  338,  340 
Agropyrum,  50 
Agrostemma,  447 
Alanin  mercury,  641 
Albospidin,  119 
Albuminate  of  iron,  651 
Alcohol,  141,  173,  176,  191 

absolute,  191 

amyl,  191 

butyl  191 

dehydratiun,  191 

dilutum,  191 

ethyl,  191 

methyl,  191 

propyl,  191 

wood,  191 
Alcoholic  preparations,  40 
Alexandria  senna,  97 
Alkasal,  675 
Almonds,  bitter,  66 

sweet,  49 
Aloe,  98 
Aloin,  96 
Aloinum,  98 
Alsol,  675 
Althffia,  50 
Alum,  673,  674 

ammonium,  674 

burnt,  675 

dried,  675 

potassium,  674 
Alumen,  674 

exsiccatum,  675 
Aluminum,  673 
Alumnol,  675 
Alypine,  365 
Amanita,  340 
Amino-proprionate,  641 
Ammonia,  549 

liniment,  550 
Ammoniacum,  85 
Ammonii  benxoas,  503 

bromidum,  269 


Ammonii  carbonas,  550 

chloridum,  520 
Ammonium,  518 

acetate,  294 

alum,  674 

benzoate,  164 

citrate,  294 
Amygdala  amara,  66 

dulcis.  49 
Amygdalin,  66,  451 
Amy!  alcohol,  191 

carbamic  ester,  237 

nitris,  395 

nitrite,  390 
Amylene  hydrate,  237 
Amyleni  hydras,  239 
Amylis  nitris,  395 
Amylmorphine,  251 
Amylum,  49 
Anacardium,  89 
Aniesthesia,  infiltration,  362 

intravenous,  223 

practical,  220 

regional,  362 

subarachnoid,  363 
Anssthesin,  365 
AnagaUis,  60 
Analgen,  473 
Anamirta,  281 
Angostura  bark,  56 
Annalonium,  262 
Aniline,  473 
Anise,  66 
Anisum,  66 
Antagonistics,  31 
Antiielmintics,  118 
Anthracene  purgativeB,  96 
Anthraquinone,  96 
Antiarin,  400 
Antiaris,  398,  400 
Antidiphthentic  serum,  498 
Antifebrine^473,  483 


mm,  500 

tartras,  623 
turn,  623 
,623 


Antimenin 
Antimonii  et 
Antimonium 
Antimoniuret 
Antimony,  620 

chloride  of,  6! 

tartrated,  623 
Antinosine,  153 
Antipyretics,  472 
Antipyrina,  483 
Antipyrine,  472,  473,  483 
Antiseptics,  126 

for  skin  diseases,  154 

genito-urinary,  161 

in  pulmonary  diseases,  164 

surgical,  134 
Antitetanus  serum,' 500 
Antitoxins,  496 
Antivenin,  500 
Apalache  tea,  285 
Aperients,  90,  93 
Apoatropine,  319 
Apocodeine,  437 
Apocynamarin,  400 
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Apocynum,  398,  400 
Apomorphmffi  hydrocfaloridum,  437 
Apomorphinej  435 
Aqua  ammonue,  550 
fortior,  550 

amysdals  amane,  67 

anethi,  68 

anisi,  67,  68 

aurantii  flonim,  67,  68 
fortior,  67 

camphone,  72 

cumamomi,  68 

creosoti,  165 

foeniculi,  67 

menthffi  piperita,  67,  68 

viridiB,  67 
rosse,  67,  68 

fortior,  67 
Aqus,  40 

Aqueous  preparations,  40 
Arbutin,  164,  295,  296 
Arctoetaphyios,  295,  296 
Aieca,  340 

nut,  122 
Areooline,  340 
Argentamine,  670 
Argenti  nitras,  669 

fusus,  669 

induratus,  669 
Argonin,  670 
Ai^yrol,  670 
Andne,  457,  note 
Aiistochine,  467 
Aiistol,  153,  154 
Aristolochine,  56 
Armoracia,  58 
Amica,  66,  83 

Aromatic  chalk  powder,  566 

spirit  of  Hartshorn,  550 
Arrhenal,  606 
Aisacetin,  604,  607 
Araeni  iodidum,  601 

trioxidum,  600 
Arsenic,  589 

sulphur  compounds  of,  600 
Arsenious  acid,  590 
Arsenite  of  copper,  589 
Aiseniuretted  hydrogen,  600 
Araenobenzol,  607 
Arsenophenylglycin,  605 
Arsenous  acid  anhydride,  600 
Arsioe,  623 
Artemisia,  125 
Asafetida,  75 

oil  of,  74 
Asafoetida.  75 
Aaagrsea,  432,  435 
Aseptol,  141 
Aspidinin,  119 
Aspidinol,  119 
Aspidium,  119,  120 
Aspidosamine,  456 
Aspidosperina,  456 
Aspidosperntatinc,  456 
Aspidosperniine,  456 
Aspirin,  488,  493 


Atophan.  445,  446  ' 
Atoxyl,  604,  606,  607 
Atropa,  319.  333 
Atropaminel  319 
Atroimue  sulphas,  333 
Atropine,  318 
Atroscine,  319 
I  Attar  of  roses,  62 
Auranti  aman  cortex,  66 
dulds  cortex,  66 

B 

^  Bausam,  38  * 
of  copaiba,  162 
Friai's,  503 
of  Peru,  504 
of  Tolu,  504 
Turlington's,  503 
Balsamodendron,  85 
Balsams,  503 

Balsamum  Peruvianum,  504 

Tolutanum,  504 

tmumaticimi,  503 
Barbadoes  nuts,  99,  note 
Barberry,  56 
Barbitonum,  238 
Barium,  568 
Barley,  50 
Baronna,  296 
Bearbeixy,  295,  296 
Bebeerine,  56 
Bebeeru  bark,  56 
{Beers,  192 
Belladonna,  333 
BeUadonnine,  319 
Benzaconine,  430 
Benzaldehyde,  68 
Benzaldehydum,  68 
Benzamime  lactas,  365 
Benzene,  506 
Benzoato  of  mercurv,  641 
Benzoic  acid,  164,  502,  503 
Benzoin,  503 
Benzoinated  lard,  51 
Benzoimmi,  503 
Benzol,  506 
Benzosulphinidum,  54 
Benzoyl-ecgonine,  353 
Bensyimorphine,  251 
Berberine,  55,  56,  388 
Berberis,  56 

Beryllium^  517,  note,  674 
Beta-eucame,  364 

lactate,  365 
Betaeucainse  hydrocfaloridum,  365 
Betanaphthol,  157 
Betel  nut,  340 
Betol,  160 
Betula,  488 
Bhang,  263 

Bichromate  of  potassium,  677 
BUe,  116 

Biniodide  of  mercury,  638 
Biological  assay  of  aconite,  45 

of  cannabis,  43 

of  digitalis,  44 
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Biological  assay  of  er^,  45 

of  hypophysiB  solution^  45 
of  squiUSi  44 
of  atrophanthus,  44 
of  supnu«nal  gland,  44 

Birch,  488 

Biamutli,  670 

(3x3  carbofiate,  672 

oxynitmte,  672 

white,  672 
Pv&uthi  e&rbotiAe,  672 

aalicylaii^  672 

eubcarlx^nas,  672 

eubnitrns,  672 

BubsaJicylas,  672 
B^tar  aimondB.  66 

otnanfiB  pecu,  66 

Bbdt  (baiigbt  97 

mustard,  85 

pepper,  58 

wash,  641 
Blaud'B  pills,  650 
Bleaching  powder,  170 
BUatering  collodion,  685 

Uquid,  87 
Koodroot,  261 
Blue  mass,  639 

ointment,  640 

piU,639 
Blumea,  69 
Boletus,  338 
Bfimdc  add,  146, 147 
Boral,  675 
Borax,  146,  147 
Boric  acid,  146, 147 
BoFQCOH^tsphoc^  69 
Bomeol,  69 
Boroj^iljcorin,  147 
BouKiea,  41 
Brandy,  192 
Brayera,  121 
Bromal,  237 
BronuteB,  UK> 
Brorndgon,  270 
Brometone,  23S 
BiomideB,  265 
BromiiiSf  168 
Bromipin,  270 
Biratntsm,  266 
Biomoform,  237 
Bromoformum,  239 
Bronud,  138 
BromumI,  2^8 
Broom  plants  307 

topB,  296 
Brown  mixture,  30,  254,  note 
Brucine,  271,  279 
Bucbu,  296 
Buckthorn,  98 
Burnt  alum,  675 
Button-bush,  506,  note 
Butyl  alcohol,  191 
ButylchlonU,  237 
Buzme,  66 


Cacao,  284 
Cacao-butter,  684 

Caahela,  42 
(;a.mfiylatf^:._e06 
Cadmium,  ti/8 
CcBiumt  517 
CafTeina,  291 
Caffeine,  284 

CaiFootannio  odd,  457,  note 
CaJftbar  bean,  349 
Calabarine,  349,  note 
Calcii  chlDridumi  565 

hydras,  565 

lactas,  565 

sulphidum  crudum,  572 
Calcium,  559 

chloride,  565 

peroxide,  146 
Cali  nuts,  349 
Calomel,  639 
Calumba,  56 
Calx,  565 

chlorinata,  170 

Bulphurata,  572 
Ctobogia,  100 
Cambogic  acid,  99 
Camphor,  69,  282 
Camphora,  72 
Camphorated  ofl!,  73 
Camphopol,  71 
Canatiian  hemp,  398 
Canadine,  55,  38S 

biological  aaaay  of,  43 
indica,  262 

CfttinuoEn'e  [>a.'^te,  666 

Caiitlirtridin.  JSO 

CaatharidinuiUj  87 

Cantharia,  87 

Capaifera,  162 

Capsaicin,  58 

Capsicum,  58,  89 

Gumway,  66 
{ Olriso  hgni,  573 

QlHiolate  of  mercury,  641 
|Giil)olicadd,  ia4,  13S 
I  C^ibcnate  of  ammonia,  549 
of  magnesium,  104 
Bsccharated  ferrous,  650 
{ CarbonatcB,  fiSQ 
I  Carbonic  addj  573 
I  ("'aTifvlarninefl,  452 
I  ^  "tinlainnrTi,  66 
,  Cardol,  89 
,  Carica,  60 
,  CarJebad  sal  109 

water,  109 
I  CarminativeB,  68 
I  ( 'lirrfigf'tnin,  50 
I  Carragheen,  50 
1  CarroD  oil,  565 

Carum,  66 
I  Caryophyllus,  66 
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Cuca  bark,  398 

Caacara,  96 

Bagrada,  98 

Caflna,97.98 

CaHUD  pulpa,  54 

Castor  oil,  93 
-  43 

lU 

tic  acidp  96 
Cyfa»rtj<^,  saAine,  103 
QaOnrtiii, 
CH&artis,  1)0 
Cacvtic  [xjtaah,  544 
Cayeime  pepper^  58 
CefflJidine,  261 
CephoelLne,  43S 
Cephalaiithin,  506,  note 
CephaeSiH.  43S.  440 

alba.  685 

fiar&,6BS 
CRat«a,42 
CMerm,  400 
Ctorium,  079 
Cetaceum,  52 

Gevudillft  seeds,  43? 
Cevadilllne,  432 
CevadiDe,  432 
ph^k  mixture,  566 

prepared,  566 

powder,  aromatic,  566 
Chalybeate  pills,  (iSO 
CbaaiEeliriui))^  447 
Chantomile,  66 
Champagne,  192 
Charas.  263 
Charcoal,  572 
CfaartA,  42 
Chaatinoocra  oil,  89 
Cbdnnthin,  400 
CheiranthuB,  400 
Cbelwytbrine,  281,  262 
Chfilidonine,  261 
Cbelidonium,  261 
Cbemtcal  chAract^r  of  drugs,  36 
Qienopodiimi,  oil  of,  123 
Chfrry  water,  192 

Cbimaphila,  296 
Chinaphtniiitt^  4ffT 
Chirata,  56 
Cakloml,  233^  233 

fomiAmidtiiQ,  238 

faydraa,  238 
Chlonlamide,  237,  239 
CtJomlfonnaimde,  237 
CUoraloee,  237 
Chloralutn  hydratum,  238 
Chloramitie,  1^9 
aaoDstoo^  238,239 
GyoridB  or  ■niimnqrf  623 

of  iron.  650 
Cblorinatea  lime,  170 

Boda,  170 
Chloriiie,  168 


'  Cblorodyne,  255,  note 

Chloroform,  73,  173,  199,  226 

CUontformum,  335 

C^oso^lcxn,  89 

ChkcphenolG,  138 
:  CihMolato,  284 
'  Chtilagogiie^,  90,  92 

Choline.  340 
'  Chondrtidendrctn,  66 

:  Chondru^,  60  » 
Chiiatmaa  rose,  398 
ClaoDoa  add, 

.  ChiDmium^  676 
GiiryMrobii],  155 

ChryaarobiiiUTu,  150 
Chrysi,>plianii-  ucid,  96 
,  Chryaotoxmer  375,  note 


Cicutoxin,  282 
Cinchona,  457,  465 
Cinchona-red,  457,  note 
CinchoTrnmAie,  457  note 
Cinchonidinse  aijI[)haB,  466 
(/iuchoriidiiif  ^  457 
Cinchonins  enilphas,  466 
Cinchonine,  457 
Cinaamic  add,  503 
Oinnamomum,  72 
Cinnamon,  <?t) 
Cinnani^l -cocaine,  353 
Citmt*is',  548 
Citric  add,  558 
Citnna  oiatmeDt,  6il 
Citrophen,  473 
atrdluft  edoevBtlik  100 

CUvMsnpi,  3T& 
Cloves,  66 
ChibiiiinitSS 
CiTvmata,  4A 

Cobalt,  m 
Cocaina,  360 

Cocaine  hydrochloridum,  361 
Cocaine,  353 
Coccus,  55 
Cocoa,  284 
Cochineal,  55 
Cod-liver  oil,  681,  683 
Codamine,  241.  note 
Cw^na,  254 

Codeinse  phosphas,  254,  255 
Coddne,  241 

Coffeon,  293 
Cola.  284 
Colcniceine,  442 
Colchici  cormus,  444 

semen,  444 

semina,  444 
Colchicina,  444 
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Colchicine,  442 
Colchicum,  444 
Cold  cream,  52 
CoUaivol,  670 
CoUo£a,  685 
Collodion,  685 
OoUodionR,  41 
Collodium,  685 

cantharid&tum,  685 

flexile,  685 

vedcans,  685- 
Colloid  mercury,  641 

silver,  670 
CoUoxyUn,  685 
Colocynth.  99.  100 
Colocynrbem,  99 
Col(K-yiithi<lii*  pulpji*  100 
ColocyDthin,  99,  100 
Colocynthia,  100 
Colophony,  83 
ColuiiibAmuie,  £6- 
Columbic  add,  66 
Columbin,  55 

Conmjipliora,  85 

Compound  camphor  liniment,  72 

CtmcudcomnCr  457,  note 

@Mduraugo,  56 

Candy's  fluid,  146 

Confeotio  BOmv,  96 

sul^htzm,  95 
Confections,  41 
Conhydrine,  306 
Coniine,  305 
ConiuTii,  306 

Cooquairaiuidine,  467,  note 
QppwpwiTainine,  467,  note 
Ciiiq|ii&«nuiio,  457,  note 
Congtdnin^  457 
ConvaUomarini  400 
Coav^laria,  398^  400 
ConvoU-ulm,  99,  100 
Convolvulus,  100 
Copailm,  lti2 

oil  of,  161 
Cc^wiviy  US 

Oimnder  seeds,  Bff 
Coriandri  fructua,  66 

Conflndriim.  66 

Comsilk,  296 

Coronilla,  398,  400 

Comutine,  375,  note 

Coronillin,  400 

Corrosive  sublimate,  638 

Corynanthe,  456 

Cotamins  hydrochloridum,  389 

Cotamine,  388 

Coto,  56 

Cotton-seed  oil,  52 
Couch-gitus,  50 
Counter-irritation,  75 
Court  plaster,  685 
Cream  of  tartar,  108 
Creolin,  140 


Creosols,  164 
CieoBote,  164 
Ononlt  M2b(nii%  165 
QraoB&tum,  16fi 

Cr«8a]ol,  160 
Cresol,  140 
Cre&otinic  accd,  493 
CreeyUe  acid^  140 
Greta  preparata,  566 
Crotin,  502 
Croton,  502 
oil,  99 
Crotonchloral,  237 
Crypboimie,  341,  jtote,  252 
Cubebai  162 
Cube  hin,  161 

oU  of,  161 
Cuprea,  457 
Cupri  Bulpfaaa,  663 
Curm,  302 
Curanne,  303 
Oiii4m&,  684 
Omiie,  3ffiS,  305 
Cuscamldine,  457.  note 
CuscAiiiine.  457,  nfjtt 
CuficoEtidiue,  437,  note 
Cusconine^  457,  notiQ 
Cusparia,  56 

CUBSO,  121 
Cutol,  675 

Cyclameiif  447 
C^'clamiflj  447 
Cynoctoninc,  430 
Cvnotoxin.  400 
Cytiame,  308 


Dakin's  solutions,  169 
Dandelion,  S6 
Datura,  319 
Datoiine,  319 

inghHih>^319 
OUQCUa,  432 
4.j40 
inme.  427 
Belpbiaium,  431 
DeniuJcents,  47 
Depression,  21 

Diacetyiniac|;3iKttie  hydrochloridum,  254, 

255 

OiacetylmGrphine,  251 
hydrochloride,  255 
Diachylon  plEuster,  659,  0t^_ 
Dlainlnc>-dinydroxyl^iaiabqbiMiiifti  hy- 

drochlorider  609 
Diastase.  61 
Diastasum,  61 
DidvTitium.  51".  note 
DieUiylbftrbiiurio  add,  236 
Dlgalen,  416 
Digallic  acid,  114 
Digestive  ferments,  58 
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Digipuratum,  416 
Digitalein,  399 
Digitatin,  399 
Digitaline,  416 
Digitaliresin,  282 
Digitalis,  398.  416 

biological  assay  of,  44 
Digitonin,  399 
Digitophyllin,  399 
Digitoxin,  399,  416 
Digitfiaponin,  399 
Dimethylethylcarbinol,  237 
Dimethylxantbine,  285 
Dionea,  60 
Dionine,  251,  254 
Dioxymethylanthraquinone,  96 
Diphtheria  antitoxin,  498 
Dipterocarpua  alatus,  162 
Disinfectants,  126 

for  rooms,  furniture,  etc.,  166 

intestina],  159 

oxidizing,  143 

surgical,  134 
Disks,  41 
Diterpenes,  62 
Dithymol-diiodide,  153 
Diuretine,  292 

Donovan's  solution,  601,  604,  639 
Dormiol,  237 

Dover's  powder,  253,  254,  440 
Drastics,  90 
Dried  alum,  675 
opium,  253 
Droeera,  60 
Drugs,  17 

action  of,  general,  24 
local,  24 
remote,  24 
administration   of,  by  alimentary 
tract,  34 
by  lungs,  34 
method  of,  32 
by  rectum,  36 
by  skin.  35 
biolo^cal  assay  of,  42 
chemical  characters  of,  36 

reactions  of,  19 
concentration  of,  in  tissues,  22 
distribution  of,  in  tissues,  22 
effects  of,  conditions  modifying,  27 
age,  27 

uritation  of  stomach 

and  intestine,  28 
lactation,  28 
menstruation,  28 
pregnancy,  28 
sex,  28 

sixe  and  wei^t,  27 
time  of  administration, 

282 

cumulative,  30 

elective  affinity  of,  23 

physical  properties  of,  19 

tolerance  of,  29 
Diyobalanops,  69 
Dryopteris,  120 


Duboisia,  308,  319 
Duboiaine,  319 
Dusting  powders,  53 


Eau  de  cologne,  192 
Ecballium,  100 
Ecboline,  375,  note 
Eccoprotics,  90 
Ecgonine,  318,  353 
Eigon,  524 
EuBoptene,  62 
Elaterin,  99 
Elaterinum,  100 
Elaterium,  99 
Elder6ower,  66 
Elixir  aromaticum,  67 

glycyrrhizs,  67 
Elixira,  40 
Embrocations,  41 
Emetinse  hydrochloridum,  440,  44 1 
Emetine,  438 
Emodin,  96 
Emollients,  50 
Emplastra,  42 

Emplastrum  belladonns,  333 

calefadens,  87 

cantharidini,  87 

hydrargyri,  640 

plumbi,  659,  685 

resins,  85,  685 

saponis,  685 

sinapis,  86 
Emulsa,  40 
Emulsin,  66 
Emulsions,  40 
Emulsum  aaafcetida,  75 

olei  morrhuse,  683 
terebintlmue,  83 
Enemata,  42 
Epinephrine,  367 
Epinine,  373 
Epsom  salt,  104,  108 
Erbium,  517,  note 
Ergamine,  376 
Eliot,  375 

biological  assay  of,  45 
Ergotine,  375,  note 
Ergotinine,  376 
Ergotoxine,  376 
Erythrol  tetranitrate,  390,  395 
ErythrophloDine,  400 
Erythrophlocum,  398,  400 
Eseramine,  349,  note 
Eserine,  349 

salicylate,  352 

sulphate,  352 
Essential  salt  of  lemons,  558 
Ether,  73,  199,  226,  227 
Ethyl  alcohol,  191 

bromide,  224 

carbamic  ester,  237 

chloride,  224,  226,  227 
Ethylene  bromide,  225 
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Ethylhydrocupreine,  465 
Ethylmorphine,  251 
Eucaine,  364 
Eucalyptus,  66 

gUED»  115 
Eudoxine,  153 
Eugenol,  69 
Eumydnn,  334 
Eumydrine,  332 
Euonymin,  09,  400 
Euonymus,  90,  400 
Euphoibia,  89 
Euphorbixk,  80 
Euphorine,  473 
Euquinine,  467 
Euraphen,  153 
Eusd,  160,  170 
Exaleme.  473 


Exogomum  purga,  100 
Extraota  liquida,  41 
EztraotB,41 

orguiic,  387 
Extractum  aloee,  08 

belladomue,  333 
accum,  333 

cannabis,  264 

cascanB  sagradsB,  08 
Uquidum,  98 
siccum,  OB 

oolchici  oormi,  444 

colocynthidie,  100 
compoeitum,  100 

erffotse,  382 

fellis  bovia,  118 

filicis  liquidum,  120 

gentians,  56 

mycyrrhiue,  40 

nyoscyami,  333 

ipecacuanhie  liquidum,  441 

krameriffi,  \\h 

malti,  54 

nucis  vomice,  270 
opii,  253 

siccum,  254 
rhd,  07 
Btramonii,  333 


Fin,  54,  60 
Fiucicacid,  110 
Filix-mas,  110,  120 
FUmaron.  110 
flavaspioic  add,  110 
Flavaspidinin,  110 
Flavine,  128 
Flavoring  substances,  53 
FlexiUe  collodion,  685 
FloweiB  of  bensoin,  503 

of  sulphur,  05 
Fluidextracts,  41 
Fluidextractum  aromaticum,  68 

aurantii  amari,  68 

buchu,  206 

cascarffi  sagrads,  08 

aromaticum,  08 

cincbonte,  465 

colchici  semims,  444 

ergots.  382 

franca,  08 

gentuuiSB,  56 

glycyrrhisse,  40 

granati,  122 

bydrastie,  389 

ipecacuanhs,  440 

podophylli,  100 

rhei,  97 

saraapariUs  compositum,  450 

senns,  97 

spigeliiBj  126 

uvs  uiBi,  296 

xingiberis,  68 
Fluorides,  567 
Fceniculum,  66 
Formaldehyde,  166 
Formalin,  166 
Formaline,  166 
Formamidis.  641 
Formic  add,  558 
Fowler's  solution,  600 
Foxglove,  416 
Frangula,  06,  98 
Friar^s  balsam,  503 
FuUer's  earth,  53 
Fusel  oil,  101 


Fbl  bovinum  purificatimi,  118 

bovis,  118 
Fennel,  66 
Ferratin,  646 

Ferri  carbonas  saccharatus,  650 

et  ammonii  citras,  651 

et  quinins  citras,  651 

sulphas,  650 
Ferric  hydrate,  650 
Ferrous  carbonate,  saccharated,  650 

sulphate,  650 
Ferruginous  pills,  650 
Femim  dialysatum,  65) 

reductum,  650 
Ferula,  75 


Galbantm,  85 

GaUa,  115 

Gallic  add,  114 

GaUol,  675 

Gallotannic  add,  114 

Gambir,  114 

Gamboge,  00, 100 

Ganja,  263 

Garcia,  00,  note 

Gardnia,  100 

Gaultheria,  488 

Gelsemine,  271,  note,  307 

Gelseminine,  307 

Gelsemium,  307 

Genito-iuinary  antiseptics,  161 

Gentian,  56 


INDBX 


701 


Gentuna,  56 

Gentiopicrin,  56 
Ginffer,  66 
Gitoliii,  399 
Gitis,  399 

GUubersaalt,  104,108 
Gtuoofiidcs^  38 
Gluooeum,  54 
(BiBdumt  54 
Qfeeris,  63;  96 
G^wma,  41 
dyMriBfls,  62 
QI^OEi  ilium,  52 

acidi  bond,  147 
carbolid,  138 

aluminis,  675 

aniylij  49 

pepaiDi,  59 
tragaeanths^  49 

Gly^eril*,  41 
Cl>T<'Ht<7s,  52 
GlyfH'ii  am  amyii^  49 

txtniglyperini^  147 

ph^DoliSf  133 
GlycerouboBphatea^  683 
CUy€oad9r  fid 

Q^cyxrhiui,  49 
CS^<^rrluain,  49 
GDCHcopiDet  note 
Goa  powda.  ISS 
Gold,  675 

Golden  seal,  388,  389 
Gorit,  146 

Goulard's  extract,  65f 
lotioD,  659 
water,  659 

poffder,  639 
Onm  bellebctre,  432 
OfHiorv'a  powder,  97 
CSnmiidHil,  506|  note 

OiuiaoQl,  Ifti,  165 

carbonate,  164 
Cuaia*r«li^  carborifts,  165 
Cuiiiju'ofialol,  160 
GuaiaciLin,  86 
Guarana.  284 
Qma,  arable,  49 

eiicalyptuA,  US 
Gum-resins,  38 
Gums,  38 

Gun  cotton,  soluble,  685 
Gurjun  balsam,  162 
Gypeophila,  447 


H 

ILSMATOXTLON,  115 

Halazone.  171 
Hemamelis,  115 
Hard  parafiin,  52 


HamuM,  469,  note 

Bmrj  mvfcals,  613 
Hedonal,  237,  239 
Hdl«bot«m,  400 

nellclnmi!!,  :^Vi$ 

H^oioetasine.  373,  Hole 
Henbane,  319,  333 
Hepar  aulubuTis,  573 

Hexametbyl«ntetmM%  163 

Hexamina.  163 

Hippunir  aeid^  503 
Jlistaniiiip,  ij76 
Hock,  192 

HoffTnaan'*  dinfi|^73 
Holooaiae,  36S 

Hamatropimc  h>  drobromidum,  333 
Homatropine,  319,  3^ 
Honiocbelidonin^.1^1 
Homocincl](>tiicSa%  457,  note 
Honey,  54 
Hops,  56 
Hordeum,  50 
Hankiouad,  06 

BvviiS^Uiwt  waler,  100 

HydnRDKues,  HO 

Hydjargyri  chlortrliuafdmnyum,  638 
!       ^  mite. 

iodiduiit  mhruri),  638 

toidum  fla^'uiii,  640 
nteim,  040 

perdilnidua^  688 

ftftHrvlaa^  641 

BubcUcaidum,  639 
QydrargyruRi  ammfwititipp,  641 

cum  creta,  639 

oleatiim,  640 
MYdroi,'hli^nr  acid,  55(> 
.  Hydrocinchoninej  457,  DOt« 
Hydroootanunfli  241jjBOt%  252 
Hydrocyanio  aoxdj  4$t. 
Hydroeen,  &nauuivl^;ODO 

sulphide,  571 
Hydror|uinidine,  457^  upte 
Tlydroftiiinine,  457,  note 
■  Hydroquinone,  157 
Hydrosiilphuric  add,  671 
Hydrous  wool-fat,  51 
Bydroxypbenjktliylanunc,  376 
Hydnatine  hydnHMoridtm},  389 
Hydrastfne,  388 

Hydraatinins  hydrocMondltin,  389 
Hydroatitiiae,  3^ 
Hydrastis,  388,  388 
Hydrates,  539 

Hyoe<:iD^  h^  drnhronoiifigiL  3S3 
HyoftGine,  318,  331 
Hyoscyamine,  318,  330,  333 
Hyoecyamus,  319,  333 
Hypnal,  473 
Hypnone,  238 
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Hypochlorites,  169 
Hypophoephites,  683 
Hypophyam,  386 

sulphate,  386 
Hypophysis  sicca,  386 

solution,  biological  assay  of,  45 
Hypoquebiachine,  456 
HyiKol,  641 


1C1&14AND  moss,  50 
Ichthyol,  159 
nex^284 

Indian  hemp,  264 

tobacco,  308 
Infiltration  amesthesia,  362 
Infundibulin,  386 
Infusa,  40 
Infusum  buchu,  296 

calumbffi,  56 

cinchonse  acidum,  466 

digitalis,  416 

quassis,  56 

seneg»,  450 

senntB,  98 
^  oompositum,  97 

uvsB  urai,  296 
In^uvin,  60 

Injectio  apomorphime  hypodermica,  437 
cocaine  hypodennica,  361 
ergots  hypodermica,  382 
morphine  hypodermica,  255 
strychnine  hypodermica,  279 

Intestinal  disinfectanta,  159 

Intestine,  irritation  of,  effect  of,  on  dose, 
28 

Intravenous  anssthesia,  223 
lodalbumin,  535 
lodatea,  150 
Iodides,  521 
Iodine,  151,  528,  529 

liniment,  529 
lodipin,  524,  525 
Iodoform,  151,  154 
lodoformum,  154 
lodol,  153,  154 
lodolen,  524 
lodospongin,  535 
lodothyrin,  531,  note 
lodum,  529 
Ipecacuanha,  438,  440 
Ipecacuanha  radix,  441 
Iptomcea  pur;^,  100 
Irish  moss,  50 
Iron,  642 

albuminate  of,  651 

chloride  of,  650 

peptonate  of,  651 

reduced,  650 

sulphate  of,  650 
Irritation,  21 
Isingilaas  plaster,  685 
Isoam^rlamine,  376 
Isonitnles,  452 


I  Isophysosti^mine,  349,  note 
'  Isopilocarpine,  339 

Isopral^  238,  239 

Isopumcine,  121 
'  Isotonic  salt  solutions,  514 
'  Itrol,  670 


I  Jabobime,  339,  note 
I  Jalap,  99 
'  Jalapa,  100 
I  Jalapin,  99,  100 
,  Japaconine,  427 
I  Japaconitine,  427 
-  Jasmine,  307 
i  Jateorrmza,  56 
,  Jateorrhizine,  56 
I  Jatropha,  99,  note 
'  Javelle's  solution.  170 
'  Jervine,  432 
.  Jesuits'  drops,  503 


,  Kairii^,  473 
I  Kairoline,  473 
<  KaU  nuts.  349 
'  Kamala,  122 
I  Kamalin,  122 
I  Kaolin,  53 
I  Kaolinum,  684 
I  Kava  kava,  58 
I  Keratin,  684 
'  Kino,  115 
'       eucalypti,  115 
I  Kola,  284 
Kosotoxin,  121 
I  Kouaso,  121 
,  Krameria,  115 
I  Kiyofine,  473 


I  Lababhaqub's  solution,  170 
I  lAbumum,  308 
|LacUtes,54S 

Lactation,  effect  of,  on  dose,  28 
I  Lactic  acid,  558 
I  Lactophenine,  473,  483 
I  Lactose,  54 
Lffivohyoecyamine,  318 
'  Lamellffi,  41 

atropine,  333 
cocame,  361 
homatropine,  333 
physostigmine,  352 
Lanolin,  51 
Lanthanum,  517,  note 
Lanthopine,  241,  note 
Lappaconitine,  430 
Laid.  51 
Largm,  670 
Laudanine,  241,  note 


Laudanosine,  241,  note,  388 
Laudanum,  253,  254 
Laurel  camphor,  72 

leaves,  66 
Laxatives,  90 
Lead,  652 

acetate,  659 

plaster,  659,  685 

sus^  of,  659 
Lemon  iuioe,  559 

peel.  66 
Lily  of  the  valley,  398 
Lime  juice,  559 

liniment,  565 

slaked,  565 

syrup  of.  565 

tuudakea,  565 

water,  565 
Limonis  cortex,  66 
Liniment,  aconite,  431 

ammonia,  550 

belladonna,  333 

camphor,  72 

iodine,  529 

lime,  565 

soap,  684 
Limmenta,  41 
linimentum  aconiti,  431 

ammonin,  550 

belladonnie,  333 

calciB.  565 

campnoro,  72 

ammoniatum,  72 

saponis,  83,  684 

sinams,  86 

terebinthinffi  aceticum,  83 
linseed,  50 
Linum,  50 
Liqueurs,  192 
Liquidamber,  503 
Liquor  acidi  arsenoei,  600 

adrenalini  hydrochloricus,  373 

arseni  et  hydrargyri  iodidi,  601,  639 

arsenicalis,  600 

arsenici  hydrochloricus,  600 

atroptme  sulphatis,  333 

calcis,  565 

saccharatus,  565 

cresol  saponatus,  140 

cresolis  compositus,  140 

epispasticus,  87 

fern  chloridi,  650 
perchloridi,  650 
subsulphatis,  650,  note 

formaldehydi,  166 

bydrogenii  dioxidi,  144 
peroxidi,  144 

hypophysis,  386 

iodi  compositus,  529 

magnesii  citratis,  108 

morphine  hydrochloridi,  255 

pancreatis,  60 

plumbi  suhacetatis,  059 
dilutus.  659 
fortis,  659 

potasse,  544 


INDEX 

Liquor  potaaii  arsenitis,  600 
hydroxidi,  544 
sods  chlorinata,  170 
sodii  arsenatia,  601 

chloridi  pnysiologicus,  514 
strychnins  hydrochloridi,  279 
trinitrini,  395 
sind  chloridi,  665 
Liquores,  40 
'  Liquorice  root,  49 
Lithii  carbonas,  544 
Lithium,  517  — 
Liver  of  sulphur,  572 
Lobelia,  308 
-  Lobeline,  308 
Logwood,  115 
■  Loretin,  153 
'  Losophen,  153 
Lotio  hydrargyri  flava,  641 
i  nigra,  641 

Lotions,  40 
.  Lozengee,  41 
Lugol's  solution,  529 
Lunar  caustic,  669 
Lupulin,  56 
;  Lycaconitine,  431 
'  Lycopodium,  53 
Lysol,  140 
Lytta,86 


H 

I  MAGiffrsBiuM  bismuthi,  672 
Magma  bismuthi,  672 

magnesis,  544 
'  Magmas,  40 
Magnesia,  108,  544 
Magnesii  carbonas,  108,  544 
oxidum,  108,  544 
sulphas,  108 

effervescens,  109 
Magnesium,  569 
Malakine,  473,  483 
Male  fern,  119.  120 
Mallotoxin,  122 
Mallotua,  122 

Malodorous  volatile  oils,  74 
Malonates,  568 
Malt,  54 

enzyme  of,  61 

extract,  61 
Maltum,  54 
Maltzyme,  61 
Mandragora,  319 
Mandragorine,  319 
Mandrake,  100,  319 
Manganese,  677 
Manicheel,  89 
Manna,  54 

Mannitol  hexanitrate,  390 
Marshmallow  root,  50 
Moss  of  mercury,  639 
Massa  hydrargj-ri,  639 
Masses,  41 

Materia  medica,  definition  of,  18 
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Matioo,  162 
Matricaria,  66 
May  apple.  100 
Mechiuucal  remedies,  684 
Meconidine,  241,  note 
Medicated  vine^urs,  41 
Medinal,  236,  239 
Mel,  54 

borads,  54 

depuratum,  54 

roes,  54 
MeUita,40 
Menispermine,  55 
Meniepermum,  281 
Menstrua,  684 

Menstruation,  effect  of,  on  dose,  28 
Mentha.  66 
Menthol,  69,  72 
Mercurial  ointment,  640 
Mercuric  ammonium  chloride,  641 

chloride,  142 

oxide,  red,  640 
yellow,  640 
Mercuryj624 

alanm,  641 

benaoate  of,  641 

biniodide  of,  638 

carbolate  of,  641 

colloid,  641 

mass  of,  639 

oleate  of,  640 

plaster,  640 

red  iodide  of,  638 

sosoiodolate  of,  641 

salicylate  of,  641 

tannate  of,  641 

thymol-acetate  of,  641 

with  chalk,  639 
Mesotan^  496 
Metadimtrobenzol,  505 
Metadiox^benxoL  158 
Metals,  minor,  675 
Metaoxybenzoic  acid,  492 
Methyl  alcohol,  191 

salicylate,  481 
Methylamine,  520 
Methylarbutin,  295 
Methylatropine,  332 

nitras,  334 
Methylconiine,  306 
Methylcurine,  305,  note 
Methylhordenine,  308 
Methylis  salicylas,  68,  493 
Methylsulphonal,  238 
Mesereum,  89 

Mild  mercuFOus  chloride,  639 
Milk  of  bismuth,  672 

of  magnesia,  544 

sugar  of,  54 

of  sulphur,  95 
Maks,40 

Mistura  cret«,  566 

ferri  compoeita,  650 

glycyrrhizs  composita,  50,  254, 

pcnnse  compoeita,  98 
Mistunc,  40 


note 


Molybdenum,  679 
Monael's  solution,  650,  note 
Morphina,  254 
Morphitue  aoetas,  255,  note 

tiydrochloridum,  254 

sulphas,  254 

tartraa,  255 
Morphine,  241 
MucUagines,  40 
Mucilago  acaciffi,  49 

tragacanths,  49 
Mucuna,  349 
Muscarine,  339 
Mustard.  85 

black,  85 

white,  85 
Mylabrisj  87 
Myoctomne,  431 
Myristica,  66 
Myrosin,  85 
Myroxylon,  504 
Myrrh,  85 

N 

Naphthalin,  157 
Naphthalol,  160 
Naphthol,  156,  157 
Narceine^  241,  note,  252 
Narcophme,  253 
Narcotics,  173 
Narootine,  241,  252,  388 
Nectandne  cortex,  56 
Neoealvarsan,  605,  610 
Neriin.  400 
Neriodorin,  400 
Nerium,  398,  400 
Neuronal,  238 
Ngai-camphor,  69 
Ni^el,  678 
Niootiana,  308 
Nicotine,  308 
Nirvanine,  365 

Nitrate  of  silver,  moulded,  669 
Nitrates,  297 
Nitre,  294 
Nitric  add,  556 

esters,  390 
Nitrilee,  452 
Nitrite,  390 

of  amyl,  390 

of  sodium,  390 
Nitrobensol  compounds,  505 
Nitroethane,  390 
Nitroglycerin,  390 

tablets,  395 
Nitrohydrochloric  acid,  557 
Nitromethane,  390 
Nitrous  esters,  390 

oxide,  228 
Nosophen,  153 
Novatophim,  445 
Novocame,  365 
Nut-gall,  115 
Nutmeg,  66 
Nux  vomica,  271,  279 


INDEX 


CEnanthe,  282 

(Enanthotoxin,  282 

Oil  of  allspice,  66 
of  anise,  66 
of  asafcetida,  74 
of  bitter  almondSf  66 

of  caraway,  flD 

carron,  565 

castor,  93 

chaulmoopra.  SO 

fiS  dionnfMidiimii  123 

of  cinnaiimnj  <M> 

of  cloves,  66 

cod-liver.  68i,  683 

of  ODp«^tit 

of  coriander,  66 

cotton-6eed,  52 

croton,  99 

of  cubebe,  161 

of  dill,  66 

of  eucalyptus,  66 

of  fennel,  66 

fusel,  191 

gray,  640 

of  juniper,  66 

of  lavender,  66 

of  lemon,  66 

of  nutmeg,  66 

olive,  52 

of  orange,  66 

of  peppermint^  66 

pboephorated,  587 

of  roHemary,  66 

of  pandatww^d,  161,  162 

of  aas^frafi,  66 

of  »peiirniiiit>  t>6 

of  Ur,  158 

of  thyme,  66 

of  turpentine,  83, 141 

of  valerian,  74 

of  wintergreen,  493 
OUs,  52 

volatile.  39,  61 
Ointment,  blue,  640 

citrine,  641 

mercurial,  640 
Ointtnent^,  41 
Ohft  europBij  52 
Otemder,  SOS 
OleandremD.  282 
Oleandriii,  400 

Olffttt*  nf  riMrriirv,  fliO 
Of";ifum  liv-]r;iTnvn.  640 
Oleore.-^iii  ill  162 

of  (i^iniii  r.  {>*'^ 
Oleorestna  a^pidii,  120 

cubebae,  162 

pilaris,  58 

zingilx^ris,  6G 
Oleoresins,  38 
Oleum  amygdalffi,  52,  66 
45 


Oleum  amygdaliB  expreesum,  52 
anethi,  66 
anisi,  66 
aurantii^  66 
cajuputi,  66 
can,  66 
carophylli,  66 
cassiffi,  66 
ohcnopodi,  ISS 
cinereum,  610 
cofHubRt  162 
coriandri,  66 
crotonis,  100 
cubebiB,  162 
eucfdytiti,  66 
ffiniculi,  66 
gaultberi^,  493 
^os9ypii  8emink|  52 
luniperip  66 
laviandulse,  66 
Ititumbi,  (iO 
mcnthac  piperita,  66 

viriais,  66 
morrhuffi,  683 

oUvte,  52 

ptinffphiyitiw.  iff? 
ppfSq^te^ficatum,  158 
pmusito,  06 
tidiii,  93f  94 

rodmanhi,  66 

saf^safrtis,  tkj 

sinapia  volatile^  86 

tereiiinthinje  rectlficatum,  83 

theobromntilip  684 

thvmi,  66 

tiglil,  100 
Olive  oil,  52 
Omnopon,  253 
*.'tiiphrLk%i,  1*9,  note 
Ophelic  acid,  56 
Opii  pulvifl,  253 
OpiuiDj  241,  263 

deodoratum,  253,  note 

sranulatum.  253,  note 
■Opboofain,  465 
1  Oiukgo  peel  ^  t>6 

,  ^puu*3  acids,  557 
extracts^  387 
OtlUhOfthftiap^,  887 
Oniiiliiiip  503 
Omithuric  acid,  503 
Onmnent,  589 
Orthoform,  365 
Ortbofomwieu,  365 
Oaeine,  319 
.  Oamic  acid,  679 
Ouabain,  399,  416 
Ouabaio,  398 
OuroupariB,  114 
Ox-tfall,  IIS 
OxJatea,  567 
OnUo  add,  4fi7,rnote,  558 
Oxide  of  magnesium,  104 
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OxydiaiorpblDe.  251 
Oxidiziog  dimnfecUj^U,  143 
Oxygen  ^  575 
Oxy&aphtoiQ  actda,  141 
Oxyn&rcotiDe,  241,  note 
Ozone,  577 

F 

P-TOtlTBNE-eoDiTJVsulphochlommtde,  169 

Mmi^,  56 

FsnamA  bark^  450 

Pancreatic  ferniente,  59 

Pancreatin.  69 

Pancreatinunit  60 

Pannic  acid,  HQ,  note 

Pantopon,  263 

Papain,  60 

Papaveramine,  241.  note 
Papaverine,  241,  251 
Papayotin,  60 
Papers,  42 
Papoid,  60 
Paraffins,  &2 
Parftffiniiin,  52 
Paraform,  167 
Paraformaldehydum,  167 
Paratfuay  tea,  284 
PanTdehyde,  233,  235 
Paraldehydum,  2^8 
Paraoxylienzoic  acid^  492 
Paraphenolsulphonates,  141 
Paregoric,  72,  254 

elixir,  2S4 
Pareira,  56 
Parillin,  447 
Paria  green,  589 
Pawpaw,  60 
Paullinia,  2S4 
Paytaiiine,  456 
Paytine>  456 
Pearaon^B  solution^  601 
Peganum,  469,  note 
Pelletierime  tannaa,  122 
Pelletierine,  121 
Pellikiry.  58 
Pentalp  224 
Pepper,  57 

black,  58 

cayenne,  58 
Pepsi  Q,  59 
Pepeinum,  59 
Peptonate  of  iron,  ftSl 
Perchloratea,  150 
Perchlorpthanc.  225 
Permanganate  of  pota^um,  145 
Peronine,  251 
Perojode  of  hydrogen,  143 
Persodine,  146 
Pcrsulphatea,  146 
Petrolates,  52 
PetroJatum,  52 

Pharmaraanosy,  definition  of,  IS 
Pharmncorogjcai  action,  general  theorii^fi 
ni,  19 

Pharmaoology,  definition  of»  17 


Pharmacopa?ias,  39 
Pharmacy^  definition  of,  IS 
Pbeaaant'a  eye,  *39S 
,  Phenacetine,  473 
Pbenacetinum^  483 
Pbenswine,  4B3 
Pbenazonuin,  4S3 
Phetio<vill  473,  483 
I  Phenol,  i3S 
,       liquefactum,  138 
]  phenol  phthaldn^  94 
I  Phenolphtbaleinum,  94 
Phenyl-ea]icylat^,  159,  488 
Phenyldimethv'lpjTaaolon,  473 
Phenylbydmzlne,  473 
Phenylis  salicylas,  160 
Phenylquinoline  carbonic  acid,  445 
Phlorhizin,  507 
Phosphates,  107 
Phosphorated  oil ,  587 
Phosphoric  add,  557 
PhospborUB,  578,  SS7 
Phygjolo^cal  salt  solution,  514 
Physostigma,  349 
Phy9os!ij?minffi  salieylas,  352 

Bulphaa,  352 
Physostigtnine,  349 
Physovenine,  349,  note 
PtGT&mic  acid,  505 
Pior&sma,  56 
Picric  acid,  505 
I  Picropodophvllin,  99 
Picrolin,  281 
Picrotosdn,  '281 
Picrotojdnin,  281 
PillB,  41 

Bland's,  660 
chalybeate,  650 
FemiginouB,  650 
Pilocarpi  dine,  339,  note 
Pilocarpine  nitras,  346 
Pilocarpine,  339 
PilocarpiiB,  339 
Pilula  aloee,  98 

et  Mfetida,  75,  98 
et  feTTi.  98 
cotocyntbidia  composita,  100 

et  hyocyami,  100 
hydrftrgjTi,  &39 
ipecacuanhtB  cum  sciUa,  254,  note 
416 

plumbi  cum  opio,  254,  659 

saponis  composita,  254 
PiIuIe  aJoes  et  ferri,  650 

asafoetidffi,  75 

e«.tharticffi  compomf^,  100 

ferri  carbonatiflj  650 
iodidi,  651 

phosphori,  587 

rhei  composite,  97 
Pimpinellaj  66 
I  Pine-applej  60 
Piper,  68 

niethlsticuni,  58 
PipoHdinf.  .58,  305,  306 
Piperinc,  68 
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Pipoinic  add,  58 
Pipdssewaj  296 
Fix  liquida,  158 
Pituslandoi,  386 
Pituitary  extract,  383 
Pituitrin,  386 
Plaster,  adhesive,  685 

court,  685 

diachylon,  659,  685 

isinglass,  685 

1681^659,685 

mercury,  640 

soap,  685 
Plasters,  42,  685 
Platinum,  676 
Humbi  acetaa,  659 
Podophylli  rhiioma,  100 
Podophyllotoxin,  99, 100 
Podophyllum,  99, 100 
Poison  ivy,  88 

oak,  88 
Poisons,  17 

protoplasm,  23 
Polygala,  447.  450 
Polygalic  acid,  447 
Pomegranate,  122 
Porcelain  clajr,  684 
Potassa  caustica,  544 

sulphurata,  572 
Potassii  acetas,  548 

bicarbonas,  544 

bichromas,  677 

bitartras,  108 

bromidum,  269 

carbonas,  544 

chloras,  150 

citraa.  548 

et  sodii  tartras,  108 

hydroxidum,  544 

iodidum,  525 

nitras,  294 

permanganas,  145 

tartras  addus,  108 
Potassium  alum,  674 

bichromate  of,  677 

chlorate,  148 

hydrate,  544 

Xnate,  85 
515 
Poultices,  42 
Powdered  opium,  253 
Powders,  41 

Pregnancy,  effect  of,  on  dose,  28 
Prepared  chalk,  566 
Primula  oboonica,  89 
Proponal,  239 
Propyl  alcohol,  191 
Protargol,  670 
Protocurarine,  302 
Protocuridine,  302 
Protocurine.  302 
Protopine,  241,  note,  252,  261 
Protoplasm  poisons,  23 
Protoveratridine,  432 
Protoveratrine,  432 
Prunes,  56,  66 


Pnmi  Vir^niame  cortex,  66 
Prunus  Vira;iniana,  66 
Prussic  add,  451 
Paeudaoonine,  427 
Pseudaconitine,  427 
Pseudo-hyoscyamine,  319 
Paeudojervine,  432 
Pseudomorphine,  241,  note 
Faychotria,  438 
Paychotrine,  438 
Pterocarpus,  115 

Pulmonary  diaoaaoB,  antiseptiGB  in,  164 

Pulveres,  41 

Pulvis  aromaticus,  68 

catechu  compodtus^  115 
dnnamomi  oompontus,  68 
crets  aromaticus,  566 

cum  opio,  254,  566 
oompodtUB,  566 
effervescens  compodtus,  108 
^ycyrrhiss  compodtus,  49 
ipecacuanha  compodtus,  254,  441 
et  opu,  253,  440 
lapn  compodtus,  100 
no  compodtus,  115,  254 
opii  compodtus,  254,  note 
rnd  compodtus,  97 
sods  tartarate,  108 
Punica,  122 
Punicine,  121 
Purple  foxglove,  396 
PuTgatin,  98 
Purgatives,  90 
;  Pu^g  cassia,  54 
nuts,  99,  note 
•  Pustulants,  76 
Pyramidon,  473,  483 
I^rrethrum,  58 
Iodine,  305,  306 
Pyrocatechin,  157 
,  I^rrogallic  aad,  155 
PyrogaUol,  154, 156 
,  I^noxjdinum,  685 


QuAiRAMTOtNB,  457,  note 
Quairamine,  457,  note 
Quasda,  56 
,66 

bracfaamine,  456 
brachine,  456 
lebracho,  456 
laja,  447.  450 
lajic  add,  447 
namine,  457,  note 
ce  seed,  50 
dine,  457 
c  add,  457,  note 
Quinina,  466 
Quinins  bisulphas.  466 

dihydrochloriaum,  466 
i       et  ures  hydrochloridum,  466 
hydroddoridum,  466 
sulphas,  466 
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Quinine^  457 
lactate,  467 
tannate,  467 

t^uUnmc  aoid,  457,  note 
ra-red,  457,  Dote 
rata&nic  add,  457,  note 
•!(!^  4^1  note 


Racemic  narcotine,  241,  note 
Ragwort,  506,  note 
Realgar,  589 
Red  cinchona,  465 

iodide  of  mcvcurv,  038 
mercuric  oxide,  64D 
rose  petals,  66 
Reduced  iron,  650 
Regional  anssthesia,  362 
Remija,  457 
Resin,  85 
ReaiDa*  85 

'      -  100 


BiaDrcin,  157 
BMorcinolr  158 
Resorcinum,  158 
BlianmuB,  @B 
Rhatany,  115 

EheuiTiH  i>7 
lUkfJudint!.  211,  note 
Rhulpiirli,  Uii,  'J7 
Ricin,  501 

Ringer  3  solution,  515 
Bochdle  wit,  101^108 
Rosa  gallioap  60 

Rottlerin,  122 
KubefacieDLs.  76 
RuhidHim,  £17 
Rubi  jennne,  432 


S 


Sabadilla  seeds,  432 
Babadme,  432 
Sabadinine,  432 
Sftbatrine,  432 
Sabromine,  270 

Biooharateid  ferrous  carbonate,  650 
SMchaHdes,3S 
BsodmrtD,  54 
Saodianim,  53 
laotiflj  64 
Saffron,  55 
Saiodin,  52^  835 
Pali^p,  50 

Salicylate  of  mercury,  641 
Salicylates,  488 


S&licylic  fuid,  141^  M8,  403 

Valine  cathartica.  lOS 

diiirf^tifi^.  2{>i\ 
WttiipiTine^  473 
Saloooli.  473,  4S3 
Salol,  159,  160,  48$ 
Salophen,  473,  483 
Salt  solutions,  507 

of  fiOTTel,  558 
Salt-art.ton,  defisiite  of,  25 
Saltpetre,  2[H 
8aluminj  675 
Salvarsan,  605,  607,  609 
Salves,  41 

BilDiBdaRdine,  382 
Svnmdarinp,  2S2 
Sandalwood,  oil  of,  101,  162 
Sanguinaria,  261 
Sanguinarine,  261,  262 
Santalal,  162 
Santalol,  162 
Santonin,  124 
Santoninum,  125 
Sapo,  684 

animal  is,  684 

durus,  684 

mollis,  684 

viridifl,  6B4 
Saponaria,  447 
Saponin,  40Q,  447 
Saporuwn,  447 

Siaiuiilia,  447,  450 


8m»aiun,447 
6MnfaM,5C 


50,  66 
Snasy  barV .  398 
Satin  wood,  89 
Scammonise  radix,  100 

resina,  100 
gnwrnmnny,  99 

Solmle^  green.  5S0 

Sdnmiftirt'^  ^Ti.-'-ii,  589 
Scflla,  3es.  4t)0|416 
Scopani  cacumiOt^  296 
Sooparm^296 
BoopaiiuB,  296 
Soopolft,  319 

Scopolamine  hydrobromidum,  333 

Scojwlamine,  318,  381 

PcoftolcineSj  319 

Scopoline,  319  ^ 

Scotch  paregoric,  254,  note 

Secale,  375 

SccaliniitJtine.  375,  note 

Seidliu  pov^q^^  108 

Solemum,  01)9 

Sameoupus,  89 

Bbmoio,  fi06j  note 

Ren<?Ra,  450 

St^ni'tiui,  447 

Seaua,  97 

Septentrionaline,  430 

iSerpentaria,  56 

Serum  antidiphthericum,  498 
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Serum  antidiphthericum  purificatum,  499 
siccura,  499 
antitetanicum,  500 
purificatum^  600 
siccum^  500 
SeBquiterpenea,  62 
Serum,  52 
Silver,  666 

colloid,  670 
nitrate,  142 

•moulded,  669 
Simple  bitters,  55 
Sinalbin,  85 
Sinapis  alba,  85,  86 

tiigra,  85,  86 
Sinigrin,  85 

Skin  diseases,  antiseptics  for,  154 

irritants,  75 
Slaked  lime,  565 
Slippei;y  elm,  50 
Smiladn,  447 
Smilax,  447,  450 
Snakeroot,  56 
Soamine,  607 
Soap,  684 

liniment,  684 

plaster,  685 
SoapWk,  447,  450 
Soap  wort,  447 
Sodii  arsenas,  600 

anhydrosus,  601 
exaiccatua,  601 

benzoais.  503 

bensosulphinidum,  54 

bicarbonas,  544 

boras,  147 

bromidum,  269 

cacodylas,  606 

carbonaa,  544 

monohydratus,  544 

dtras,  548 

iodidum,  525 

nitria,  395 

phenolsulphonas,  141 
phosphas,  108 

acidus,  557 

effervesoens,  100 
aalicylaa,  493 
sulphas,  108 

effervescenSjlOO 
sulphis,  538 
thiosulphis,  538 
Sodium  arsanilate,  604,  606,  607 
cacodylate,  606 
chloride,  507 
fluorosilicate,  568 
hyposulphite,  538 
mtrite,  394 

para-phenoI-Bulphonate,141 

salicylate.  141.  493 

veronal,  239 
Soft  petrolaie.  52 

Boap,  684 
Solanacese,  318 
Solanine,  447 

Solution  of  chorinated  soda,  170 


Solution  of  hydrogen  dioxide,  144 
peroxide,  144 
of  potassium  hydrate,  544 
Solutol,  140 
Solveol,  140 
Soporifics,  232 
Sowbread,  447 

I  Sosoiodolato  of  mercury,  641 
I  Soaolic  add,  141 
Spanish  fly,  87 
'  Sparteine,  296,  307 
;       sulphate,  308 
,  Spartium,  307 
Spermaceti,  52 
Sphacelinic  acid,  375,  note 
Sphacelotoxine,  375,  note 
Spigeha,  126 
■  Spii^eline,  126 
'  Spirit  of  sal  volatile,  550 
i  SiHrits,  40,  191 
Spiritus  etheris,  73 
nitrosi,  395 
ammonia  aromaticus,  550 

fetidufl,  75 
amygdabe  amars,  67 
aniai,  67 
j       aurantii  compositus,  67 
camphors,  72 
chloroformi,  73 
cinnamomi,  67 
^ycerylis  nitratis,  395 
juniperi,  67 

compositus,  67 
lavandulffi,  67 
mentlue  piperita,  67 
I  viriois,  67 

myristics,  67 
I       rectificatus,  191 
'       roemarini,  67 
Squills,  398,  400,  416 

biological  assay  of,  44 
Squirting  cucumber,  100 
Staphisi^ria,  431 
Starch,  49,  53 
Stavesacre,  431 
Stearoptene,  62 
Sterculia.  284 
Stibine,  623 
Stimulation^  21 

Stomach,imtation  of,  effect  of,  on  dose,  28 

Storax,  503 

Stovaine,  365 

Stramonium,  333 

Strontium,  569 

Strophanthin,  399 

Strophanthinum,  416 

Strophanthus.  398,  399,  416 

oiologicai  assay  of,  44 
Strychnina;  hydrocnioridum,  279 

nitras,  279 
Str>'chnine,  271 
Strj-chnos,  272.  279 
Stypticina.  389 
Styptol.  389 
St>Tax.  503 

Subarachnoid  ansesthesia,  363 
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Subcutine,  365 
Sublimed  sulphur,  95 
Succinates,  568 
Succinimide,  641 
Suet,  52 
Sugar,  53 

of  lead,  659 

of  milk,  54 
Sugars,  53 

Sulphate,  ferrous,  650 

of  ma^esium,  104 

of  sodium,  104 
Sulphates,  107 
Sulphides,  570 
Sulphites,  538 
Sulphocarbolates,  141 
Sulphooal.  233,  235,  238 
Sulphonetnylmethanum,  238 
Sulphonmethanum,  238 
Sulphur,  94 

compound  of  arsenic,  600 

dioxide,  168 

liver  of,  572 

lotum,  95 

prssdpitatum,  95 

sublimatum,  95 
Sulphurated  lime,  572 

potassium,  572 
Sulphuretted  hydrogen,  571 
Sulphuric  acid,  556 
Sulphurous  acid,  168 
Sumbul,  75 
Sundew,  60 

Suppositoria  acidi  tannid,  114 

glycerini,  95 

morphins,  255 

plumbi  composita,  254,  659 
Suppositories,  41 
Supracapsuline,  373,  note 
Suprarenal  gland,  biological  assay  of, 
Suprarenaline,  373,  note 
Suprarenalum  siccum,  373 
Suprarenine,  367^  373 
Surgical  antiseptics,  134 

disinfectants,  134 
Swamp  dogwood,  506,  note 
Sweet  almonds,  49 

orange  peel,  66 

spirit  01  nitre,  395 
Swertia,  56 

Synergists^  definition  of,  30 
Syrup  of  lime,  565 
Syrupi,  40 
Syrupus.  53 

aciai  citrici,  558 

aromaticus,  68 

aurantii,  68 
florum,  68 

cascane  aromaticus,  98 

chloral,  238 

codeine  phosphatis,  255 
ferri  iodide,  651 

phosphatis    cum  quinina 
strychnina,  651 
^lucoai,  54 
ipecacuanhse,  440 


INDEX 

'  Syrupus  limonis,  68 
picis  liquids^  158 
pruni  Virginiame,  68 
rhei,  97 

aromaticus,  97 
aarsaparills  compositus,  450 
scills,  416 

compositus,  416 
senegse,  450 
senme,  97,  98 
tolutanus,  504 
zingiberis,  68 


T 

Tabbll£  trinitrini,  395 

Tablets,  41,  42 
'  Taka-diastase,  61 
,  Talc,  63 

Talcum  purificatum,  53 
'  Tamarinds,  54 
:  Tamarindus,  54 

Tanghinia,  400 
'  Tanghinin,  400 

Tannal .  675 

Tannalbin,  115 
!  Tannate  of  mercury,  641 
'  Tannic  acid,  111,  114 
,  Tannigen,  115 

Tannocol,  115 
:  Tannoform,  115 

Tannopin,  115 
;  Tar,  158 

oil  of,  158 
:  Taraktogenos,  89 

Taraxacum,  5<S  * 

Tartar  emetic,  620,  623 
,  Tartaric  acid,  558 

'  Tartrate  of  sodium  and  potassium,  104 
;  Tartrated  antimony,  623 
,  Tartrates,  108 

Tea,  293 

Tellurium,  679 

Terpenes,  61 

;  Tetrachloride  of  carbon,  225 
Tetrachlorphenolphthalein,  94 

'  Tetrahydronaphtnylamine,  487 

:  Tetraiodpyrol,  153 

I  Tetronal,  235,  239 

I  Thalline,  473 
Thallium,  679 

I  'fi|0|^  284 

!  Thel:»ine,  241,  251,  271,  note 

I  Theobroma,  284 

I  Theobromina,  291 

'  Theobromime  sodio-salicylas,  292 

I  Theobromine,  284,  291 

Theodne,  284,  291,  292 

Theon.  294 

Theophyllina,  292 

Theophylline.  284,  291 

Therapeutics,  definition  of,  17 

Thermodine,  473,  483 

Thevetia,  398,  400 

Thevctin,  400 


INDEX 
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Thorium,  680 
Thornapple,  319 
Thujon.  69,  282 
Thymol,  123,  141 
Thymol-acetate  of  mercury,  641 
Th3rmol)8  iodidum,  154 
Thymosalol,  160 
Thyreoglobulin,  631 
Thyroid  gland,  530 
Thyroideum  siccum,  535 
Tbyroidin,  531,  note 
Tin,  678 

Tinctura  aconiti,  431 
aloes,  98 
asafoetida,  75 
aurantii,  68 

amari,  68 

dulcis,  68 
belladonns,  333 
benxoini  composita,  503 
calumbs,  56 

camphorffi  composita,  72,  254 
cannabis  indies,  264 
cantharidini,  87 
cantharidis,  87 
capsid,  58 

cardamomi  compoaita,  68 
catechu,  114 

chloroformi  et  morplmue  compoaita, 

255,  note 
cinchonse,  465 

composita,  466 
dnnamomi,  68 
colchici,  444 

aeminis,  444 
digitalis,  416 
ferri  chloridi,  650 

p«rchloridi^  650 
gambir  composita,  114 
gentians  composita,  56 
guaiad,  85 

ammoniata,  85 
Hydrastis,  389 
hyoscyami,  333 
iodi,  529 
kino,  115 
kramerise,  115 
lavanduls  composita,  6B 
limonis  oorticis,  68 
nucis  vomics,  279 
opii,  253,  254 

ammoniata,  254,  note  | 

camphorata,  254  I 

deodorati,  253,  note  I 
podophylli^  100  I 
pruni  VirKmians,  68 
quassia;,  56 

auinins  ammoniata,  466  i 
rtiei  aromatica,  97 
compofflta,  97 
flcillffi,  416 

seoegae,  450  ' 
Htramonii,  333 
strophanthi,  416 
tolutanus,  504 

valerians,  75  I 


Tinctura  Valeriana  ammoniata,  75 

singibeiis,  68 
Tinctures,  40 
Tinnivelly  senna,  08 
Tobacco,  308,  316 
Toluifera,  504 
Toluylendiamine,  506 
Tou^ened  caustic,  669 
Toxicodendrol,  88 
Toxicolo^,  definition  of,  17 
Toxins,  496 
Toxiresin,  282 

Toxitabellffi  hydrargyri  chloridi  oorrodvi, 

142,638 
Tragacantha,  49 
Tribromphenol,  138 
Trichlonsopropylalcohol,  238 
TVichlorpseudobutylalcohol,  238 
Trimethylethylene,  224 
Trimethylxanthine,  285 
Trional,  235,  238 
Trioxymethylanthraquinone,  96 
Tripthenine,  473 
Triticum,  50 
Tritopine,  241,  note 
Trituratio  elaterini,  100 
Triturations,  41 
Troches,  41 
Trochisd,  41 

addi  tannid,  114 

ammonii  chloridi,  520 

cubebs,  162 

potassii  chloratis,  150 

sodii  bicarbonatis,  544 
TrochiscuB  addi  benzoid,  503 

iMsmuthi  oompoaitus,  672 

catechu,  115 

krameiis,  115 

morphins,  255,  note 

et  ipecacuanhs,  255,  note 

santonini,  125 

sulphuris,  95 
Tropacocaine,  354,  365 
Tropeines.  319 
Tropic  acid,  318 
Tropine,  318 
Truxilline,  354 
Tubocurarine,  302 
Tunpten,  679 
Turlmgton's  balsam,  503 
Turpentine  oil,  141 
Tutm,  282 
Tyramine,  376 


Ulitos,  50 
Uncaria,  114 
Uncomocomo,  119,  note 
Unguenta,  41 
Cnguentum,  51 

addi  borid,  147 
carbolici,  138 
salicylid,  493 
tannid,  114 
aconitins,  431 
aqua  roas,  52 
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Unguenttim  cuntharidtiu,  $7 
chiysAmbtai,  1^ 
creosoti,  165 
diachylnn.  51 
hydrargjTi,  tj40 
animoniati^  641 
iodidi  rubri,  O^ll) 
nitratis,  64 1 
oxidj  flavi,  040 
nibri,  t>40 
iodoformi,  154 
lauEB  composiium,  51 
paraffin  u  52 
phenolis,  138 
pLcis  liquidte,  158 
fluJphuriB.  95 
zinci,  665 

oxidi,  665 
UnsltiVed  lime^  565 
Up&a  tree,  398 
Uranium.  679 
Urari,  303 
Urea,  298 
Urechites,  398 
Urethftnej  237,  239 
Urginea^  416 
Urotropine,  163 
Uvft  urai,  164,  29S,  296 

V 

Valeriana  75 
oil  of,  74 
Valoiiana,  75 
Vanadium,  679 
Vamllrn,  68 
Vaniltinum,  68 
Vflselin,  52 

Vasoconatrictine,  373,  note 
Vegetable  astringents,  111 

ferments,  60 
VeratfidiDG,  432 
Veratrina,  435 
Veratrine,  432 
Veratrum,  432 
Verbascum,  50 
Veronal,  233,  236,  238 
Vesicants,  76 
Vienna  paaW,  5&5 
Vinegar,  557 
Vinegars,  medicaled^  41 
Vinuro  aotimoniale,  623 

colvhicL,  444 

ipecacuanbie,  441 
Vioform,  163 
Virginian  cherry,  66 

prune*  66 
Volatile  oils,  39,  61 

malodorous,  74 


INDMX 


WARBUsa'B  tincture^  467 
Warming  plaster,  87 
Washed  flowers  of  snlphur,  Wfl 
Wftshi^s.  40 
Water,  Carlsbad,  109 

cherry,  192 

hemlock.  282 

HunyAdi-JdnoSj  109 

lime*  S€5 
Wax,  52,  685 
Whiskey,  192 
White  agaric,  338 

bianmth,  672 

Caaiile  soap,  6^ 

hellebore,  432 

mustard,  85 
Wioee,  192 
Wintergreen,  48S 

oil  of,  493 
WitchhaEel,  115 
Wood  alcohol 
Wool-fafc.  51 
Woorali,  302 
Woorara,  302 


X 


Ykllow  mercuric  oitide,  ft40 

wash,  641 
Verba  mate,  284 
Yohimbehe  tree,  456 
Yohimbine,  456 
Voupon,  285 
Yttnum,  517,  note 


Z 

Zba,  206 
Zinc,  664 

Zinci  carbonaa,  665 

pntcipitatus,  665 
Zingiber,  66 
Zygadenusj  432 
Zmei  chloridum,  665 

oxidum,  665 

sulphas,  665 
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